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(57) Abstract: A preventive and/or a remedy for urinary tract diseases with symptoms such as urgency of urination, bladder pain, 
frequent urination or urine incontinence which comprises a combination of compound having antagonism to EP t with another com- 
pound having antagonism to EP 3 each selected from among prostaglandin E 2 receptors. The combination of an EP! antagonist with 
an EP 3 antagonist is useful in preventing and/or treating urinary tract diseases with symptoms such as urgency of urination, bladder 
pain, frequent urination or urine incontinence, because of showing effect of improving urine retaining ability, improving bladder 
compliance, relieving hypertonic detrusor muscle and normalizing bladder perception. 
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15 /K C2~5 7^;K t Ko^> (Cl~4) TA-^r/K 0 1- 4 7^^ 
v> (Cl~4) 7VU3r/K 0^4 7;^;^ (CI — 4) 7/l"*vK - 
(C l~4T/V^l->-) -CONR 31D R 32I \ -SO z (CI— 4) T /V* 
/K -NR 23D CO- (Cl-4) TVl'dEVK -NR 23D S0 2 - (Cl-4) 

20 ^SS, - (C 1~4T/Udr^» -NR 31D R 32I \ -M D - (C3~7©| 

KT©(aH)i-*ti tio Tg& * *LT V X "C t> cfc V s : 
(a)C 1 — 6 T/U^r/K (b)C 2 — 6 T4"$r=/k, (c)C 2 ~ 6 TVl'^/K (d)C 
25 1-6 T/Un (e) C 1 - 6 TA^A^^ (f)^ o y (g) C H F 2N 

(h)CF 3 . (i)=fn, ©VTA (k)*glS> 0)^^ : 
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M D fi-0- s -S- % C 1 ~4TA"3f-Ui/^ -O- (Cl~4 7/^I/>') 

-s- (ci~4 7;^^y) - x - (ci~47;^v-y) -o- N 

R 31D *5«fct>*R 32D «-ett^tU^LT, *3WR^*fcW:C 1-47/14^ 
5 ^t?U 

Cy c 2 D «l~5^CDR 30D ^CJ:oTem$t^•C^^5^fc6V^(±*Eg^oc 

3~i 5©m -mhz>^^±=m<Di%mm, ^fc«3~i sn©^ - 

Z D fi-0- > -S (O) pD - -NR 220 -, -NR 23D CO- -NR 23 
10 D S0 2 -, — NR 2 2D — (Cl~47/^Uy) -S (O) pD - (CI 

~4 7;^i'y) — „ -o- (C2~47;^i/y) - N -nr 23D co- (c 

l~4T/V3rl^) , ^fcf*-NR 23D S0 2 - (Cl~4 7MVy) £S 
*>U 

P D fiO > i*fcf±2S:**?U 
15 Cy c 3 D {*l~5ffi(^R 30D ^^:j;oTgm^tbTV^5^&5V^^4^|^<OC 
3-1 5 ©mm, — SSfo3V^H^>^mSit> *fctt3~l 5*©^ % ~ 

Cy c 4 D {il~5fi(DR 30D ^J;oT^$nTV>5^fe5VNfi:ilB^C 
3-1 2©]g«ifc3V^J4-ai©&*SIL £fcte3~l 2*©^Ht*>«V>H:- 

20 m<D&mmt:mfru 

T D fi— O— > -NR 22D - -O- (Cl~47/^Wy) -> -S (O) p 
D - (C1~47/^M £fct4-NR 22D - (Cl~4 7;^Vy) 

Cy c 5 D «l~5#IC9R 30D ^J:oTg^^$^TV^5^fe§V^«4Sgm0 3 
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L D (4-0-*fctt-NR 23D -^t? U 

Cyc6-1 D I4, &ir lB&-t<DR aoD XWmiStiX^%7 ^^^frft^ 

Cy c 6-2 D {4, l~5^<9R 30D ^J;oTgm£nTV^a>fc^fi4«g 
5 t©C3~6 ©*SR^3(f jRSraEt> U 

Cy c 6-3 D f±, l~5fi©R 30D ^J;oT©m£nTV^^&;5V>f44Sg 

R 33D *3iTJ«R 34D fi^mmi:LT. C1~47/^K 

io NR 33D R 34D iuii©iw, ^tcft^m^mmm^ wtmmT-h 

15 Sr-£A/-^TfcJ:< % *fcJg^«l~4^coR 40D -eg^$^TV^T 1 b<t<, 
(2) #3fcjSC-i\ StefMSC^ ^m^«ttm^^b^tftt5JS^3~ 

LTV^S PI CJBKWWft UTV^S R 4 0D fi s R 3D ©ftSl?l) S R 4 
20 2D i:-ftiot, - (CH 2 ) yD - y D |il~4^f 0 ) 

WCfcJ:^ *fcjgili«t± 1 ~2 0#|^R 40D T*em$tL-CV^TfeJ;<, 
25 ^CR 3D ^^LTV^SP]C^^'g^LTV^5R 40D f4 % R 3D ©imt'fc 
5R 42D t-Hl:*ot, - (CH 2 ) yD -MLTt)J:V\ 
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R 4 ° D f£, (a)C 1 — 8 T)V*t)V^ (b)C 2 — 8 T/V^-/K (c)C 2 ~ 8 T/V* 
(d)^y, (ey>o^^^ (f)CF 3 , (g)*^. (h)Cl~6 7;vn 
=5rv\ (i)C 2 ~ 6 T/V^r— /V^-=3rv-, (j)C 2 ~ 6 TA&~ Asitr*-*/^ (k)0 C 
F 3 , (1)-S (O) pD - (Cl-6) TA"*7K (m)-S (O) pD - (C2- 
5 6) T/I"^~/K (n)~S (O) pD - (C2 — 6) T^-zK (o)C2~57 
v-VK (p)Cy c 9"\ (q)C l~4T/>adfix (c 1 — 4) T/l-=i3rv\ (r)AO 
y^M^, CF 3N OCF 3 , im&. isTS, Cl~47/V3^ -S (O) 
pD - (CI — 6) TVV^VK Cyc9 D , j3i()!Cl~4 7^^ (Cl~ 
4) T/\s='3c->fr(b : mit3nZ>mi ^fc(42fiT^m$tlTV^5C 1 — 8 T/k 
10 dr/K C 2~8T^— /^fcHC 2~8T/Vdr^/V^^i-^\ 

2^©R 40D f±^tb6)^'g-U-CV>5ji^O^<b-^*oT, C 3-1 
5^#, -^SV^iH^^^TUSO, S s S0 2N *Jj;t^N^b31« 
tbS^-rnJg^^i^fc«2^^r-t-5 3 — 1 51011, ~^fc5VMiH 

m<Dmmm*mt> u * fc^iggt *$ ± v^mm* c 1 - a t/i^/k c i 

15 — 4 77t'=idrv\ C2~5 7V;K SO z (CI — 4 7Vl' d rA') -> 7s=/K 

^±^7*=^ (ci — 4) r^/^fearftt5Si~3fi-eji**tfc 

Cy c 9 D |41~ 5i@OR 41D -T?g^$jL-CV^^fe5V^**8g^C 3 — 6 

20 R 4 1 D fi C 1 — 4 T/l^/K C 1 — 4 TVl^ =¥f % C 1 — 4 TW^/Uf^ C 
l~4 7^3^rV (CI— 4) T/l-^/K ^o^vS^ CF 3 , OCF 3 , 
SCF 3N . tK^S> ^77, afc/l^/K C2 — 5Tv-/K -SO,- (CI — 
4) T/V=¥/K -NR 23D CO- (CI— 4) T/l^/K -^y-f/l'Sfctt;*- 

25 R 8D W\ ( 1 ) C 1 — 6 T/l^K * 

(2) 1 — 5i@©R 42D ^g^£;ftTV^;^&5V^;t&Eg^oc 3-1 5 0$ 
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R 42D tt, (a)C 1 ~ 6 T/l^/K (b)C 1 ~ 6 T)V^**y^ (c)C1~6T;^ 
(dyNayvM^ (e)->T/, (f)CF 3s (g)CHF 2> (h)OCF 3 , (i) 
5 OCHF 2N 0)SCF 3 . (k)-NR 43D R 44I \ (1)-S0 2 R 45D , (m)-NR 46 
D COR 47D , (n)*^s (o)^"dry, (p)Cl~4 7/va^ (Cl~4) T/V 
(q)CyclO D , (r)C 1 ~ 6 T 1^-^- C y c 1 0 D , (s)-CO-C 
y c 1 0 D . (t)-W D -C y c 1 0 D . (u)- (C 1 ~ 6 T U^) -W D -C 
yclO D , (v)-W D - (Cl~6 7;^Wy) -CyclO D . *fc(i(w)- 
10 (C1~67^M -W D - (C l~6 7VI^t">') -CyclO^I 

R 43D *3j:^R 44D (±WWMbT. *^Mfcf4C l~4T/V=¥/USr 

15 R 46D f47k^^*fcf4C l~4T^=ar^^U 
R 47D {4*^Ig^fc{4C l~47;V^gbU 

Cy c 1 0 D H^T^(a)~a)^-rem*^b31fittS l~5fioSt'fi 
£fr-a^TV^;K fe5VMiiIi©C3~l 2 ©^Stfc b < «~^CD^ 

20 (a)C 1 ~ 4 T/l^K (b)C 2 ~ 5 Tix/K (c)C 1 ~ 4 T/U=i (d)APy 
^JK^ (e)*^S, (f)^M^ (g)->7/, (h)7?y, (i)GF 3 , ©OCF 3s 
W D f±-p- > -S (O) pD -*fcf4-NR 48D -^*t>U 
R 48D «7K^«fcf±C i^4T/^/u^mt>ir 0 ) T*^£*L3<ffcl^ ^ 

25 (E) 
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Q 




(CH 2 ) mE — COOR 1E 
H 

JSL ACH 2 ) nE — R 



,2E 



,3bE 



(^4>s R 1E f47K^«fc(iC l~4m;v^it>L, 
R 2E {i*iemfc5V^{4C 1 ~4 T/i'^i^n ^yJI^ 1 

5 ^y^fx^/v^bL, 

Q E f4 (i) -CH 2 -0-Cy c 1 E . (ii) -CH 2 -Cy c 2 E N (iii) 
-L-Cy c 3£*fc>U 

Cy c l E fi«g^fe5V^«l~2e<DR 4E •eS^$tt-CV^5^^-/^* 

10 Cy c 2 E ^4^gm^fc5V^[41~2te(OR 4E T*H^$t^TV^S-r J'KU/l' 

Cy c 3 E f±l~2#|<^R 4E ^<koTg^$^TV^57^=/l'Sr^^U 
LI4-0-4fcii-NH-**fcU 

15 #\ &Sv^i 

2H-b°v^S:*fc>b N 
mE W: 2 S fctt 3 U 
nEliO, 1 N *fcf42Sr**>U 
20 R 4E ttC 1 ~4 7;^/K 0 1-4 7^;^, ^n^>-JlH\ *fcfiV 
rySr**5"t-*\ fe5V>»Cy c 3 B *S2fflOR 4E t io-CBife^tbfV^S^ 
a =/W<8:*;b1-»g' fi % 200R 4 E S^5 7 ^ = /u t — jjg ^ /ioti 
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14. ffc^S^ n- (3, 4-^7;i'tn7x=;WM-;l')-3 - (2 
5 - (2- 0?-;7*l^-2 — f/U) ^h*is) -4- (3-^777*/^ 
v^fvw) 7n/^7 5F, 3- [4- [ (2, 5-v^fvv:7 

^/drv') ^^/W] -2- ( { [ (1R) -1- (3, 5-i?^/U~7^=L 
As) — T$y} 7x=/U] Zfu/<1/^ 3 

- (2- ( ( (1R) -3-^^-1- (3, 5-^f;V7a:=;l/) Zf 
10 ?VV) % ;v) -4- (2, 5 - v^l^-n ^v'^fvl') :7 a: 

^/V) ^D^^^ *fctt3- (2- ( ( ( (1R) -1- (3, 
^/l^zc^/V) - 3-^9vK7*9vk) T%J) Jj/U7$~sl>) -4- (5-7 

15 15. iS^i^EPiT^^^^ hioJl^MMOEPaT^^^^^ h% 
1 6. EP a T^^ri=^ h^EP 3 7y;?^ h *tRJ— T?*>3flS'fr*fc-£ 

i 7. EPjy^rf^ h « i p 3 ry ^ f 
20 ^o^*^aifL»j^^g^i-S r t £#mti-5^s&;£So^Bs*5 J:^>* 
25 19. I^l©tB5*5 ±t^/*fcf±ii&««!lSr«{3&f-5fe«)OE P ,7 V* =f 

=^ h*5iUtEP37^^ F»^t©m fciUt 
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20. fcmmm<D^ffi&£x*/*tznmmi\zMm-tz>tci£)<DEP 1 T^?=t 

^etimE P 1 *£*n;fE/B> £fcf4E P ,«ttfflttt5t>o46 i?^<t 5 ft 
tf"T?ft<* iit'Itli^llSEPiT^^ MfeTcfiEPaT^^* 

*$&mfcm^t>nz&p -lT^? =t~* bt vxn^ m&.i-£, (D 

WO98/27053 ^M#^fB^£ frfc^-g^ (2) EP878465 #W*B»tiaft 
10 iSfotz.it'&m^ (3) WO02/72564 #KlBflf»J:SB*$ttfcflS-a-» N (4) 
WO97/00863 -S-BHftBflFCHBtt $ tltc^®), ( 5 ) WO97/00864 #«»l#teHB 

* $ ti-ftfc&m, ( 6 ) EP480641 £ *i/m&s*s ( 7 ) EP534667 

#W«l»^ffi«l*ttfcflS-&4* N (8) WO96/03380#^i^#fcfB^^tbfc^ 
* s (9) WO96/06822 #WiW#tlB«l$nfcft:-a*H ( 1 0 ) WO96/11902 
15 -^BHftl* (CfBtt $ *Lfc-ffr&*, (1 1) EP752421 ^iBWcfB^^tbfcjb-a- 

(12) US5504077#K*I#^fES$^-ft^, (13) EP694546 
PJ^B#(C|B^$nfc^#», (1 4) US5441950 -g-gBmtcSBtt £ tlfcfc& 

(15) US5420270 ^|l!^#fclEiR£*Wtfl^#JN (16) US5354747 

mmm\£%m. % tit^t-a-m, in) us5354746 zmmmKmm £ tutit 

20 (1 8) US5324722#W*B#K:Sa«6*ttfc'fb^!*> ( 1 9 ) US5304644 

#W«*»CfBtt*ttfcfl2-^«», (2 0) US5281590 #W*B»»C|B«J**bfcflS 
(.2 1) WO93/13082#WiW*lC|B«Snfc'ffc;^«lx (2 2) EP539977 
#M»l»te!B*i § tlt-it&m, (23) WO93/07132 -{§-?»3*ffl#fcfB^ * ftfcfc 
-*N& % (2 4) EP512400^iB#^fB<fe$^fc'fb-n'#)> ( 2 5 ) EP512399 & 
25 ggffllStCgBtt $ flt'i^m, (26) EP218077 ^BHffltttCfBtt * tltcfc&m. 
(2 7) EP193822 ^WIW^CfB^frfc'ffc-g-^ (2 8) W092/19617 
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fflHZ%BM£tliZ{k&tos (2 9)US4132847-i-WiW»fc|B«i*^fcflS^te. 
(30) EP300676 ^Wfllfcfci^S (31) US4775680 

m\zLtm.isfotz-i\&m, (3 2)-EP\6Moz^mu%\c^Mt.^nti^m. (3 

3 ) W099/47479 #PJ$BS^fBit $ fofzfc&m ■j'OEP^^^f, (3 
5 4)WO00/20371^«B#JC|Bm$nfc^^t>WEP 1 TV^=r^ K (3 

5) WO01/19814-i-|g^B»^|B«$ttfc^fe4 ] ^EP i r^^=i'^ K (3 

6) WO01/19819-^WiB#(J:fB«fe^tL^t-^#l4 , ©EP 1 T^^^^ K (3 

7) WO03/33470-§-W*B»H:fa«$*T,fc{fc-a-4fe x (3 8) WO03/101959 #?J3$I 
»»C|B<fc**Ufcfl3'Wb4»©EP l T^rf=^ K*3j;tM3 9 ) WO04/039753 

JWSWfc^birSJMWepftEPjT^rfs^hirLTH^ huIE (1) ~ 

(39) (D&mmw't'ic&mztiitmmwik&iifo* *ne>ot, *tte>©* 

(1) WO98/270S3-9^MI(CC«td^ % — «SC (A) 



c£<t\ (a a ) *5«ttj« (b a | f±, -tn-enaacur, cs~i5©M N 



20 *fcttlfl*fc»±2flioK*, WEJtSfcflWJK^^^rr* 5~7Jto%* 

Z 1A f4-COR 1A , -Cl~47^1/y-COR 1A , -CH=CH-CO 




(A) 
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R^-C^C-COR 1 *, -0-Cl~37/^^-COR 1A (#5^. 
R 1A {±, TK^S. C l~4T/l'='dr^fcf4^:NR 6A R 7A (5£4\ R 6A *3<fc 

X^atb-To ) -e^^ttSS. *fd{i-C l~5T/l-=¥^^-OHSr^U 
5 Z 2A n^mW>^s C1~4T/V^/K Cl~47/W3^ -fn, ad^ 
V. hU7/^P^f;K MJ^/^n^h^r^ *^«fcteiCC O R 1A 

est*. r ia «. mmtmtn%i%mt>-fc ) -eT^ttss&^u z 3a 

U Z 5A {i(l)C 1 ~ 8 T/i^=¥/K C 2 ~ 8 T/V^— /K C 2 ~ 8 T/U3r— 
10 (2):7*~/K C 3 ~ 7 v-^ a T/i"*VK 1 i@*fcf± 2 j@<£>^i. ^Jl^fctt 

5 ~ 7 (3)7 ^ fcf±C 3 ~ 7 V* P 7VV 

3r/UX*W:1%:&fotcC 1~47/^;K C 2~4 TVl^r — tz.it C 2~47 
/l^dr^/U (±ia(2)*5j;tJ ? (3)4icC7^=/K C3~7^o7;^/K H©£ 
fcfi2©^* N ^«fc{i^*M^«r#i-5 5~7*co^^{±l~5j@ 
15 © R 5 A m (&m<D R 5 A itm& b-C7K*JEi^> C 1 ~ 6 T/V^/K Cl~67 
/U=i drv'. C 1 ~ 6 T/^^/l-^. = hn, h ]J * TvK 

F9 7/^p^ h^r^fcfi7KM^t>-#-o ) -eg&£*iTi>J;v\, ) £ 

ifcUR 2A tiCONR 8 \NR 8A CO, CONR 8A -C 1~4 7/^^, 
Cl~47/^l/y-CONR 8 \ NR 8A CO-Cl~47;^V'^ CI 

20 ~47/^l'y-NR 8A COs Cl~37/^Wy-CONR 8A -Cl~3 
7VH*t<'>\ Cl~37/V^l'>'-NR 8A CO-Cl~37;^wy (#5£ 
■*\ R 8A fi, 7K^^*fcf±C l~4T7^/^*^-r o ) , O, S, NZ 6 
A (jS«fi N Z 6A fi, TfcSflg^lfefcteC l~4 7^W^t„ ) s Z 7A -C 
1~4T/U=2rl-'^ Cl~4T/>drl^^-Z 7A , C 1 ~ 3 Tfls* ^ V- Z 7A 

25 -Cl~37/^^ Z 7 ^ O, S3:fcteNZ 6A Z 6A fif!u 

IBi:[^^*^*bi-o ) ^fe-f-o ) T^^JxSS, CO, CO-Cl- 
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4 7;^I/y, C 1 ~4 7VVdf V-^-CCK ci~37/^v-y-co-c 
2 ~ 4 T/l"*~ V-ls&mfr U 

R^teTkSfJgC-TN Cl~6 7^/K Cl~67;^^ Cl~6T/l'=5f 

7fc^«fe(it Kn^^f^^u R 4A f±(l)7K^J®^s (2)C1~8 7 
C2~8T^^r=./K C 2 ~ 8 TA-^r-zK (3) 1 f®£ fete 2 fl©C 

ooz SA , conz 9A z 10 \ oz 8A i 0§-^<K z 8 \ z 9 \ z 10A mj& 

10 V--C l~4T^rn^v,^p ) ^§p^e ) 5 1( ^§^^j ;oT g^ $tl/f , c x 
~ 6 T/V^VK (4)C3~7^B 7VW3r/K (5) 7 fc }i C 3 ~ 7 ^ 
n T/V=¥/V-eS^ £ *Lfc C 1 ~ 4 TVl^/K C 2 ~ 4 Tfrtr f;llC2 
~ 4 T^dp^/U- (_h|a(4)*3 <£ t>*(5)t£<E> 7 a: =/K C 3 ~ 7 v"^ P T/l^/Wi, 
1 ~ 5 i@<^R 5A S (R 5A {*tfr|Bi liE*^^-#- 0 ) -Cgm£ *LTt> £ V\ ) 

U (i)R 2A fc;J:tfz 3A {3: N Jtfr^fi (f?| ©1 2 &L/N£l^fr1\ 

(2) (a^) ^^^«***>U (Z 2A ) tA 2SCOR 1A £:&fc>$ft^ 

l$\ Z 1A f4^>'-tf^W3Sfcf44{ftL^^L^VNl ) ©i:i-5 0 ) 

20 (2) EP878465-^PJi^#fC|E^$^fc, -*«5* (B) 
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gc ax €C ax ex 

(a) (b) (c) (d) (e) 

<sc a a ~ cc 

© (g) (h) (i) 

SNR 6B R 7B R 6B joJ;T>-R 7B fi#^^3iL-C. TkSfJjfH^fcftC 1 

f±C l~4<D7JU*A'm$:$tt>^ R 3B *5<tt^R 4B {4Cl~4 0T/Wdr/^ . 
^e^JR^fctthy^yi^a^^/wattfE^U R sb {4tK^^ Cl~ 



10 



=vR 3B 



R 5B Me 




15 (3) WO02/72564^PJiB#{C|S^^tLfc, — ®5£ (C) 
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(5£4\ R lc f±COOH, 5-fh7/U;K 5-a-dF-y-l, 2, 4 
dr-^v'Tyy/K CHjOHtfeliS-^y-l, 2, 4-f7i?7yy;V 
Sr*bU R 8C fi**llK^\ y^/K ^^Jfcft^oti^U R 3C 

Jrl>'y ?vK(4) h V y ^/v*J± tf*3RM J F©ia*-a't>*Srgit3i-a\ 

*fc f*R 3 C *J J: 0<R 4 c tf*te£- tt ^Uf DPR 1 — SHE 4 o X. (5) *s# n -< 

yfy, (6)^^ n^dp-fe^^f C {i(7)^<^if^^^b, r 5 c f±-i' y^p t° 
/k -f y ^^vk 2 - y ^-/u- 2 - y n ^dt'o tv^y ?vk y 

10 5vK ai^vK yntVK 2 - ^o^=^4fctt 2 - t Ka 2 - ^ f 

/vyatVU^^U Ar ^y^yvKflSffi&LTV^t.fcV^TyyyK e 
y vvl^fcfi 5 -y *f-)V- 2-7 9 >V&mt> U n c {4 0 *fcf± 1 
R lc ^5-fb7y!);K 5-^y-l, 2, 4-^f-^Tyy/w*fc 
f±5-^-^y-i, 2, 4 -^-t-jtv y^-efc 5 o^fci-„ ) 

AfrWlctt, MIS (1) ~ (3) ©W*l# E f»cfB«i*ixfcm6«'fk-g'«>* 

(1) 4- [2- (N-^T y7°f/V- 2-77^^A7^-^7 5 7) -5- 

20 h v 7A>arxi y ^/u^ a y y ^yu] 

(2) 6- [ (2S, 3S) -3- (4-^Da-2-^f^7i=;V^7t 

—a-t 3; y y 9vu-) trs/^o [2. 2. 2] arw^-z-j />] - 5 z — 
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(3) 3-^^/1^-4- [2- [N-^y/f/Iz-N- (5-^^-2-7!) 
)Vy,jvy *~;V) 757] -4, S-v^^/K^/^v^fvl-] 3cSW®>, 

(4) 4- [2- [N-^T y^n fcVU—N- (5-;f;l'-2-7D/^;U7* 
5 ~/V) 757] - 5- MJ 7/V;T n 7 ^-jvy x7^>; 9vt7J 

(5) 4- [2- [N-^y^^W-N- (5 -tf-jV- 2 -7 U /W*/H7;*- = 
/V) 757] - 4 , 5 - it* f-)Vy 
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10 R 3D fi, (1) C1~6 7/V^K £fcii 

(2) l~5teWR 42D -eem^^TV^5^fe5V^fift|gm^C 3 — 1 5 CD^ 

R 42D fS, (a)Cl~6 7M;K (b)Cl~6 7/l'3^ (c)Cl~6 7M 
15 (&)^nsfl/m*. (e)iXTy, (f)CF 3 , (g)CHF 2 , (h)OCF s , (i) 

OCHF 2N (j)SCF 3 , (k)-NR 43D R 44I \ (1)-S0 2 R 4SI \ (m)— NR 4 6 
D COR 47I \ (n)7kH£, (o)^y N (p)Cl~47;^^ (Cl~4) T fV 
(q)Cy c 1 0 D N (r)Cl~6 7;^l^y-Cy c 1 0 D , (s)-CO-C 
y c 1 0 D , (t)-W D -Cy c 1 0 D . (u)- (Cl~6 7/^l'y) -W D -C 
20 y c 10°, (v)-W D - (Cl~6 7;^Uy) -Cy c 1 0 D . £fcf±(w)- 
(Cl~6 7/^l/y) -W D - (Cl~6 7/^V'y) -CyclO D l:S 

*>U . 

25 R 45D (iCl~47/l'Wil3U 

R 46D fi7k*M^*fcttC 1-47;^;^ U 
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R 4 7D «7k^Jg« 1ttt C 1 ~ 4 Tfl&A'&kt> U 

Cy c 1 0 D f4«T©(a)~G)fc*^E*£a a l~5fi©StIli 
$tLTV^TV>S*\ fe5V>f4^gmoc 3~1 2 L< fiZl^©^ 

5 (a)C 1 ~ 4 (b)C2~57 V7K (c)C 1 ~ 4 TA-=i v\ (d)^ n ^ 

>m*s (e)7kmm, ®-hu, (gyyrs, oors^ (ocf 3 . o)ocf 3 . 

W D fi-0- N -S (O) pD -Sfcf±-NR 48D -^*^U 

ft&WilU *ftfc©lWIGRi|b % ^fctt-ttLfeOT'a K9y^^feix5 0 
10 L< f± % WO03/16254 -^BJOT^^fB^^^fclligWb^, 

Kit 

(1) (2E) -3- (2- (2- (2, 5, 7, 8 - 7 h 7 * 6 - fc K 

— < )V) zcy^y) -4-tKoWf;i/7x=;i/) 

15 -2-7u<<l&t s 

(2) (2E) -3- (2- (2- (^7*1^-2— f/W) ^ h=¥>0 -4- 
-O'-^/V^-dr^^^^U) - 2 -^n^i^ft, 

(3) 3- (2- (2- (^-7^1/^-2-^^) ^h^) -4-7xy^v^ 
20 (4)3- (2- (2- (t7^I/y-2-^ f/W) ccf*^) 

(5) 3- (2- (2- (7"^^l^V-2 — f/V) ^h^) -4- (1-fcK 

(6) 3- (2- ( ( (1R) -1- (7-7? U^-l-^C/U) m^vU) #,w* 
25 ^--fA-) -4-7x7^7*=/!/) ^n/-?^, 

(7) 3- (2- ( (3-^f/l'-l-7i=;V7"f/U) ;&/W<*>f/V) -4- 
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(8) 3- (2- ( 1 -7i-;vyf;l/) ftArrt^M -4 — 

(9) 3- (2- ( (3 — 1 -7^~/U7*?Sl') -4- 
5 *y-?u7°u \?;V* h^yST/^^^/U) 7°u/<y^ 

(10) 2- (2- ( (4-^gvW- 2- Ct^^ Vy- 1 — i )V) ^yfyj/U) 
T 5 / ) - 4 - t K n 3r ^7 fMV^) 5&&#SK 

(11) 2- (2- ( (4-^^vu-2- (^^u^-i — Ov) -<y$ y^/v) 
7 5/) - 4 - y. h ix/- f^y^) 

10 (12)4- (2- ( (2- (-r^l^-l— f/U) -juris 4 fl,) 7 5 7) - 

4 - fc K p f;>7 a: 

(13) 4- (2- ( (2- ("^^W-l — f/v) -juris 4 JV) 757) - 
4 - /• h * 

(14) 4- (2- ( (2- (^^^^-l—r/U) fu^S^M T%S) - 

(15) 4- (2- ( (2- (-f-yfUy-l-J/U) juris 4 SV) 75;) - 
4-7 ^S*t*y-7 S?*ym, 

(16) 3- (2- ( {A-S^-JV- 2-7^~/l~<y? S4M TS.S) -4 — 

20 (17)4- (2- ((4-^^/U-2- (-T7 ? Uy- 1 -J M ^<y-? S 4 M 
75/) -4-7*7 ^->-7*^/^) 7^>-^ 

(18) 4-. (2- ( (4— pt^yU- 2.-7 =.~jV^lr$ S 4 >V) 75/) -4 — 
7*.S *r*y7^—;v) 7*?yM. 

(19) 4- (2- ( (2- V-^-l— i)V) 7°ur<S^^) 75/) - 
25 4—^<yy'jV^^yS=f-}V7^=-fV) 7*?y^ 

(20) N- (3, 4-^7/^B7 aL~jV*;U7£-jV) -3- (2- (2- (■*■ 
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7 $ >V) -4-7x/^rv'7xr:;l/) Zfnrtl/T^ 

K> 

(21) N— (3, 4— i?7/^a^3i=./^/V2f;=./V) -3— (2 — (2- (^ 
7* 1^-2— < AO . h*ris) -4-tFa^r^f-;l/7x^) /n/-! 

5 5 K> 

(22) N- (3, 4-i>7/W^-a^^^^/k7jNn^) - 3- (2- (2- (■?- 
7^ 2 aihdf-->-) -4- 

(23) 3- (2- ( (8-^f^-l-7ss^^) */U^*>f^) -4- 
10 p< h^^f;i/7*=;i/) ^nX^it^ 

(24) N- (3, 4--J7^n7 ^-/UXsUft^/U) -3- (2- ( (3-7 
^/V— 1 — 7 s.=.JV7*f-)V) UsUs^J ;V) -4-7 h^ri^^/l^x^/V) 

(25) 3- (2- ( (3-^^A-l- (3, 5-^f/l/7x=/V) "ff'As) 
15 #/W^^/l^ — 4 — <>'-^/l'^-drv'7 7 ^=A) 7°u;<^^ 

(26) 3- (2- (T^^^^^-l — fyl'^f/^/W^^ 7U) -4-7^/^ 
v-y'cn— /U) 7n^>i, 

(27) 3- (2- (1- (-^-7^ 1^^-2-^/1/) -4- 
7*y^i/7i=/H 7a^>i N 

20 (28)3- (2- ( (3-7 5VV-1- {±7? Uls- 1 — f/W) if^f-jV) jj/U 
^^-f/V) -4-^cc/ dpv-7'^^A) 7n/v"yi, 

(29) 3 -.(2- (4-^^A-2-^3i=/W<^A) -4- 
7x7 dp-v'^^^A) 7B/N>i, 

(30) 3- (2- ( (1R) -l-7*=Acc^l,^yW^>f /U) -4-7^/ 
25 ^^7x^;l/) T'n^yR, 

(31) 4- (2- ( (1R) -1- (t7^1/y-l-^;l/) ^/V#/Vs<*ErJ 
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(32) 3- (2- ( (1R) -1- (4~^^-/U7 ^frX/W^J sU) 
-4 — Z7 J *ir%/7 ^~}V) /n^y| v 

(33) 3- (2- (1- (4-7/^1271-^) ^f-JVjj HVs/^J As) -4- 
5 ^v-;7;c~A-) yu^m. 

(34) 3- (2- ( (1R) )V) #/W**>f/l— 4-7 
x/^^x^/i/) 7n/^yl, 

(35) 3 - ( 2 - ( 1 - p< 9vV- 3 - 7 ^ ~;V7°u \?;l>) #/Us<^4/U- 4-7 

10 (36)3- (2- ( (1 R) - 1 - (4-- ^71-^) cx^Vl^/W^^) 
-4 -7=.; 5riy7^~)V) :7°nX>-^ 

(37) 3- (2-^^;oi^W^^-/U^7/W^-('/l^-4->'^ydrv^^^=yU') "7° 

(38) 3- (2- ( (3-^/V-l- (3, 5 -i?^^/U7 7*T^) 

(39) 3- (2- ( (1R) -1-1, 2, 3, 4-^h^t Knt7^V^- 
1 — f^V) ^7/W^-f/^-4-7^y=3f-->'7 r ^^/P') ^pa?;,^ 

(40) 3- (2- ( (1R) -1- (1, 1' -\£7 4 — f/W) 

20 (41) 3 - ( 2 - (S/T J -7 zz. ~/U$;Us<^4M -4-7*./ *i/7 ^ 
7° us<^m, 

(42) 4- (2- ( (3-^^-1- (3, 5 -i?*<?&7 zc=.jV) T'J-fr) 
#/W^-f/P) - 4-^S*J)Vjr*t%/7 a^=-)V) 7^^m, 

(43) 4- (2- ( (3-^/U-l- (3, B-^^7a=^) ^fvU) 
25 -4-7^7 driX^cc=/l^) 7*9 ^Wt^ 

(44) 4- (2- (3-;*?Vl— 1-7^^^7^/U) jb;W<*4M -4-7 
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(45) 4- (2- (1- 13-7 9 1 — i )V) y°xi\fjV)j)V/^^)V) -4 

(46) 4- (2- (1- {~T7# L^- 1 r/^vl^/W^-f/V) -4- 

(47) 4- (2- ( W- 1 — f/U) ^/V) 
->^-f/k) -4-^3iy dr^^^-/U) y*9^&^ 

(48) 4- (2- ( (4-7/U^-n- 3 - ^f/V7x^) 
10 (49)3- (2- ( ( (1R) -3-^^-1- (3, 5 - 9vK7;x.=^) 

(50) 3- (2- ( (4- (3, 5-i?*^JU7*—J>l') ^-tKc^7V-4 
— f/l') #/W^e>f/V) -4-^c^y =^v-7^-/V) ^D^^, 

(51) 3- (2- ( (4- (3, 5 ^-tFot t 7>'-4 
15 — 4 ;v) %/iss<tJ/u) — A—^ls-JtvUr^yy x-~jv) y°u;<y^ 

(52) 3- (2- ( ( (1R) - 3 - ^ =3~}V- 1 - (3, 5 -v*^ ^vK7:c=/l0 

(53) 3- (2- ( (4- {~f"7$ Uy-1-4M t Ko \fj is- 4 — f 
/W<) jfc/W^-f/U) -4— 3i ^/V) ^a^V^ 

20 (54)4- (2- ( (4- Xsy — 1 — f/I^) X—fc Kn 4 — -Y 

/V) — 4-7oi/^v'7 ;i i^/u) ^Vit, 

(55) 4-. (2- ( (4- (3, 5—i?*?'A'7^siA') 1 Ko t°7 V- 4 
— f/V) #/W*=E-^U) - 4—Z7 $c-y-7 =c~;V) -f$y^ 

(56) 2- (2- ( (3-7^/U-l- (3, 5-i?^f^7i^) ^/W) 
25 jfr/l^^e-frtO -4-^<>'v 5 /V^-=¥^>'^y ^v-) ftlf)©^f;>x 
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(1) 4- (2- 9 Uls- 1 -> (/U) jj }Vifs~)VT $ J - 4 - >>T J 7* 

(2) 3- (2- — f/l^) 
5 -T>K-/l^-3 — f/U) t'p^^'H, 

(3) N— (3, 4— v^/t^P 7ai=/U^/U*=,n/) -3- (6-v"7V-l 
- (1- (t7^VV-l — f/U) a^/lotf/U^/l") -Y^K-^-3— f 

10 (1)4- 1— 7*5^fA'*A'/*E^^) -2-^^75 

(2) 7- (3-^^/1 — 1 -^^^/I^^VV^/W^^/V) - 2, -s<l/-/7 y 

(3) 2- (7- ( S - ^ f /P- 1 - 7as^f ^) -f V 

15 -l— fAO 

(4) 2 - ( 7 - ( 3 - ^ l-7x ^/U^^/v^; /w<^ /l^) J > K-/l^ 

-3— r^) mm. 

(5) 7— (3— 7*^71'— 1 -7x^/l/7f/l/*/W^^/V) 7-7^ 

20 (6)2- (7- (3 -ff-jV- 1 -^^^/Ur/^/l^/W^-f/U) -f^KJJi' 
-1— Ol") ffi& N 

(7) 3- (7- (3-^^/1 — 1 -7zc— /U^^/V^/W^^E-^ M -il/Y^ls 

(8) 3- (8- (3-^/U- l-7i=;U7*f^M^;i/) -l, 2, 
25 3, 4-fh7tKn= ! f-/yy-l-^;i') :/p^>^ 

(9) 2- (8- (3-p<^/U-l- (3, 5-v^5vK7^^V) rf^-jV)l)V 
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(10) 2- (7- ( (3-^^/1—1- (3, 5-v^fvK7m^/^) ~f^;V) 
#/w^^/v) -i'yKU :/- i — |VvO 

(11) 8- (3-^^/w-l- (3, 5-^fvK7^~/^) 
5 yu) -2— r~7t> Vi^/Wffi^ 

(12) 7- (3-^^/U-l- (3, 5-i?*?-;vy^=.;u) zf^jVI) jV/^J 

(13) 2- (7- (3-^^/1—1- (3, 5-v^5v^7:ii~/k) Zf^/Vjj/V 

;U) ^^Vy=7iy-2. — f/U) @m N 
10 (14)7- ( (2- f/U) T-t^/U) T$/) 

(15) 7- ( (2- (-?-:7^i/ >•-!-- ^n^;>f^) 757) -2— < 

(16) 7- ( (4-^^/V-2- (T^^I^-l-^) -O^/^/P-) 75 

15 y) — 2— ^>-y> f 7>-^/i'^v^ 

(17) 2- (1- (2- (7^7^ 1/^- i-> f/w) -T>-K-/k- 

3— -f/u) ^ s 

(18) 2- (2-^^/u-i- (2- (-^^v^-i-^/v) 7n^t=;v) 
^>-K-/W-3— T/u) Rat 

20 (19)3- (1- (2- 7u\f*^;\,) s( is \t- A — 

3 — i JV) 7n/^i, 

(20) 3-. (2-^^/U- 1- (2- {jr7$\sls- 7"c^=/V) 
-f>-K-^-3 — T^) 7n/N 5 yi, 

(21) N- (3, 4 -i?Z7/U3-u -7 - 2- ( 1 - (1- (~T 
25 lxV— 1 — /U) ^^/U^7/WJ}?=./W) sf^^ — ; u-3~ 4 /U) ii7^ 
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(22) N- (3, 4—i?7A'*-ti7ai=iA'XA<#i^M -2- 1 

- (1- 1 f/U) j V 3 — f 

,U) iir? 

(23) N- ( 3 , 4 -S^/l^B 7 ^~;V7,;V~fc=./V) -3- ( 1 - (l - (7- 

(1) (2E) -3- (2- - 4 _ ^ 
10 V—fr— l — f/i^ ^/^) ^7^-/1,) — 2 — 7°n-<^^ N 

(2) 3- (2- (6 -7 _ 4 _ ( -y—/^— i 

(3) N- (3, 4 -^7/1/^0 71=;^;^^) —3— (2— (6— 7^ 
=/W^>yl^-^>) -4- (1^7/- /U- 1 — - iVl^fvV) 37^=/^) ^ 

(1) (2E) -3- (2- (2- (■7 r -^^V>'-2-^/U) ^h^vO -4- 
7 x. —fly}] ;W^4 ;V~7^. =-M — 2 — 7° n ^< ;/g£ x 

(2) 4- (2- ( (2- (-T-^^l^^-l-^yk) /a^V^/U) 75 7) - 
20 4— ^cn^/l^ic^/U) TVi/fifc,, 

(3) 4- (2- ( (2- (^-7^ l^- 1 -JiV) 7'D/V'f^) 757) - 

(4) 4- (2- ( (2- (7-7^ l^- 1 --T/U) 7'o/V'f;l/) 75/) - 
25 (5)3- (2- ( (3-/^/1-1-7x^7*^) % ;Vs<^s( ju) - 4 - 
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(6) N- (3, A—^-7;\s$-u~7a-=.)\>7.)ViF.=-)V) — 3 — (4-^77-2 
- ( (3-^^-^-1-7^=/^^) #/W^^/U-) y^z=.)V) Zfny< 

(7) 3- (2- ( (3 —jif-A^— 1 -7i=^f/k) #/W^^/V) -4- 
5 ^y^/v7 5/7x=;v) T'oA'yg, 

(8) 3- (2- ( (3 —ff-jU— 1 - 7x=;l'7'f/V) #/W^^/l^) -4- 
^;U7?;7i-;v) 7n/^yi, 

(9) 3- (2- ( (3, 5— S?^^7jc=A') 
^7/w^^f/v). — 4— ^^^vr^/^^ziyu) 7n/^yi, 

10 (10)3- (2- ( (3-^/u-i- ( 3i s-^^/l^x^/W) !7*5vV) 
#/w*^a0 -4— (N-^yv'/v-N-^f^^y) 7x=;v) 7n 

(11)3- (2- (2- (-^^i? 1x^-2— f/>) ^K^rix) -4- (N-7x 

^/i^/w^-f/u) 7^=/u) ^p,^!^ 

15 (12)3- (2- ( (3-^^/V-l- (3, 5-^^:7 *=/!✓) -?^>V) 
EP 3 7^^ftU, #3;L<f±-^xt (E) 



R 8 SV»r±C l ~47;^;v*5j;Ut/Noyyl^^f ) I(Jti5 l 




1E 



20 
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Q E fi ( i ) -CH 2 -0-Cy c 1 E , (ii) -CH 2 -Cy c 2 E , (iii) 
-L-C y c 3 &r*;bU 

5 ■tt&vw/i'&mfru 

C y c 2 E «iiBm^fe5VMil~2^^)R 4E "CS^^tl/TV^S^ C/ K i> ^ 

Cy c 3 E tel~2ft<DR 4E K£oTM&£;ftTl^:7: t ~/I^r^U 
Ui-O-^fcli-NH-Sr^U 
10 R 3 a i: R 3b fi^r^ttas LT> TkSRJR-?-* fcfiC 1 ~ 4 TVi^u&^-T 

15 nEfiO, 1, *fcf4 2**t>U 

R 4E f4C l~4 7;^ Ci~47;v^ft, ^n^IC^ ^fcfiv- 
TV Sr^i"^\ &5^f4Cy c 3 E #* 2|3<DR 4E (C<£o"TTBJ&cF;JVCV'*<5 7 



(1)3- (4- (2, **s*^-;v) -2- ( ( ( (ir) 

25 T/p/^gi^ 
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(2) 3- (4- (2, 5-^Dn7i;^Wf;V) -2- ( ( (4- (3 
-^^7x=/v) f h 7 t Kp - 2 H- 1°7 y- 4 75/) %/V 

(3) 3- (4- (2-^nn-5-^/K7;c/3r^?vV) -2- ( ( (4 
5 - (3-^^^7rc=/k) x by t Kn- 2H-f 7^-4— T/W) 757) 

(4) 3- (4- (2-^na-5-7;VtP7i/^f;U) -2- ( ( (4 
- fh7t Kn-2H-b°7^-4— f/i') 757) 

10 (5)3- (4- (2, 5-^7^0 71/^^) -2- ( ( (4-7 
x=^f (-7t Kn-2H-t"7y-4-^;i') 757) 7x 

(6) 3- (4- (2, S-^DP?*/^-^?;!') -2- ( ( (4-7^c 
^7F7tFn-2H-t7y-4-^;i') 75/) 7J^7f?-/t7) 7x = 

15 /P) ^"o/-?^^ 

(7) 3- (4- ( 2 - ^ n n - 5 -7/Vi-D 7s/ ^i/^ f/l/) -2- ( ( (4 
-7i=/Pfh7tKn-2H-f7V-4 — i ;V) 757) #/u#~/V) 
:7^=/u) ;t°p^>-^ s 

(8) 3- (4- (2, 5-^7;^n7x/^f;U) -2- ( ( ( (1R) 
20 - 1 - (3 -*=?-)V7 -f^/V) 757) TJ/UtJwW) 

7x=;l^) 7n^y^ x 

(9) 3- (4- (3-iX7/y^y^v'^5 : -/l-) -2- ( ( ( (1R) -3- 
* f-JV- 1 - ( 3 - ^ n/l/) 7^/^) 7 5 7) #/U3jwU) 

25 (10)3- (4- (2, 5-v^:7vU7a:/3r;X/:?vk) -2- ( ( ( (1R) 

(3-^^/U7^^/U) -f?->V) 7 5 7) #/M?^/l7) 
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(11)3- (4- (2, 5-*?-7;\'3-U7=.J3c*/t<f-jV) -2- ( ( (4- (j- 
■7?U>'-2-J/U) fh7t KP-2H-t°9>--4--r/V) 75/) * 

5 (12)3- (4- (2, $—&*^A,-7^S - 2 - ( ( (4- (3 

-^f-/l'7x=4') fh7fcKo-2H-f7>-4-f/U) 757) 

(13) 3- (4- (3—0-7/ ^/^So^/l") -2- ( ( (4- (^~7^W 

fh7kKa-2H-fc'7y-4-^/>) 75/) jfc/l^^ 
10 /U) /V) /bX^ 

(14) 3- (4- (2, -2- ( ( (4- (•?- 
yfls^-Z — (;i>) r(>7t Kn-2H-b°9^-4--f^) 75/) * 

(15) 3- (4- (5-7/P^-a-f ^K-^-l-^/U/^/b-) -2 - ( ( ( (l 
15 R) -1- (3, 5 ^vl^ ^~/U) -3-^,^=7^) 75 y) # 

(16) 3- (4- (2, 4-^/9VK7;c/3rv'/9vW) -2- ( ( ( (1R) 
-1- (3, -3-^^ uz f^ /U) 757) % 

20 (17)3- (2- (( (4- (7^^ 1^-2 f /U) rf7t Kn- 2H- t° 

(,v) 7 5/) TJ/l'ZJwV) drixy^^-^-^) 

(18) 3- (2- ( ( (4- (•7"^^l^^-2— Y/P) rh7t Kn-2H-fcT 
7^-4 — f^) 7 5/) #/U/J?=/l>0 -4- O-^y^t^f^) 

25 7^^/W) ^P/^^^ 

(19) 3- (4- (3-^nn^^/^r>//^/i,) - 2 - ( ( (4- {-T? ? \s 
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(20) 3- (4- (3, -2- ( ( ( (1R) 
-1- (3, - 3 - 7 ^iV-f^M 757) #/V# 

(21) 3- (4- (2-^ nu - S-y/U^-ay^y^-^^^u) - 2-((((i 
R) -1- (3, 5 — it^^/uy^—sU) — S ~ ?i f-/Uzff-/U) 75/) * 
/Ut$~;U) 7i^) T-d/-?^^ 

(22) 3- (2- ( ( ( (1R) -1- (3, 5-V*^->vy^=yV) -3-7 
10 f/l'7'f/V) 757) #/V/i?^/W) - 4 - (3-7 5vWf ^ 1 --f 

/U7fvu) :7^=/V) 7n^^i, 

(23) 3- (4- (2, 5-^7^tD7xy^>7^) -2- ( ( ( ( 1 R) 
-1- W-^t^-i-^ f,v) ^°7-;U) 75 7) ^/U4?^/u) ^ai-zi^) 
7paV|, 

15 (24)3- (4- (2-^/1/^-0-5-7^/^^7^^7^) -2- ((((1 
R) -1- (~f~y & \s~y 1 — -Y/l') cn^/i^) 7 5 7) */VxJ?^/v) 
;V) y°u^l/^. 

(25) 3- (2- ( ( (4- (3, 5-i>*^;Uy^-/U) rh7t Kn — 2 H 
-t°7^-4--T/V) 757) ^7/U^-/l/) -4- (2-7/U^-n-5-7 

20 ^/^cc7=¥iX7^/l') 7^^/U) y°n/<ls^ 

(26) 3- (4- (2-7/^n- 5-7^^^7=3rv^7^/U) -2 - ( ( (4 
- ( 3 -.7 =f~)Vy ff7tKP-2H-^7>-4-^^) 75 7) 
#/H<}?^V) y ^ -jv) y°u/<^^ 

(27) 3- (2- (((4- (^777^-2-^) fF7kKn-2H- 
25 t°9^-4— T/V) 7 5 7) #/M?=/U) -4- (2, 5-^tP7x 

7^^77^/U) ^ai^/l-) 7"n^;/^ 
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(28) 3- (2- ( ( ( (1R) -1- ( 3 , 5-S^?vK7:n=/U) -3-* 

T^J) -4- (4-7VM-tf- 2 -^;k7s 

(29) 3- (2- ( ( ( (1R) -1- (3, 5-^^f/l,7x^/V) -3-/- 
5 fvPT^/U) 7*?/) #/U/JwlO -4- ( (2-^^/!^t°y i^i/- 3 

7^) t^;/^^) !7ce=:/V) ^n/N°^^ 

(30) 3- (2- ( ( ( (1R) -1- (3, 5-v^5vK7^/V) -3-/- 
fvUT'^vV') 757) 77/U#^/lO -4- ( (2-^^/kfc°]J 5 -J 

10 (31)3- (4- (3-^/^n^cn/dr^^^/V)--2- ( ( (4- (*f7 ? 

(32) 3- (4- (3-^^^aiydr^^/V) -2- ( ( (4- (^7*1^ 

Th7tKP-2H-h B 7y-4-^;w) 7$y) #7M?= 
15 ;v) 7s^) T'd^V^ 

(33) 3- (4- (2, 5— S^^/I^k/^So^/U) -2- ( ( (4- (2 
-7a=;nf» rN7kKn-2H-t°7^-4-^;i') 75/) % ;V 

/V) T'cn^vk) /a/yf, 

(34) 3- (2- ( ( (4- (^y/77y-2-^;U) fh7fc Kn — 2 H— 
20 ^9>~4—f/U) 757) */U7j?=/U) -4- (2, 5-^^7x7 

(35) 3-. (2- ( ( (4- Hyyft7xy-2-^;^) fh7t Ku-2 

H-t°7^-4— (AO T%S) jjA'tf—jl') -4- (2, 5 — 5?* 5vU7 

25 (36)3- (4- (2 , 5-^7;^n7s7^f/V) -2 - ( ( (4- (2 
- (2 -^/M-nT^—A) zcf-n,) r h7tKn-2H-fc'7y-4-^f 



53 



WO 2005/000356 



PCT/JP2004/009362 



;V) 7 5 7) #/U/J?~/U) y^=^/U) T'B/^t, 

(37)3- (4- (2, dr^^V) -2- ( ( (4- (2 

- (2-7/>tP7x=;l/) ^^Vt/) Th7tKP-2H-f7y-4->f 

5 (38)3- (4- (2, 5-^/.5vK7:n/3r^7 9vV) -2- ( ( (4- (2 

- (4-7;l'tP7i=;i') ^fvk) rF7t Kb — 2 H— >•— 4 — -Y 
tV) 75 7) ^wj^/i/j 7x^;u) 7 , BA"y^ 

(39) 3- (4- (2, i?*?- As? zs. A?) - 2 - ( ( (4- (2 

- ( 3 — y;vJrn y^^/u) a^/u) =f Y y t Kb — 2 H— t°y >-— 4 — f 
10 /i') 757) #/W7tf=/l7) 7x- yp) 

(40) 3- (4- (e-TVU-^Bi-l'^K— 71—1— f/M?vU) -2- ( ( (4 

- (2— ^cn^vWcfvl') 7F7tKB-2H-t'7^-4-'l';l') 7 5/) 

(41) 3- (4- (6 -7;^D^y KwK 3 -'f /V) -2- ( ( (4 
15 - (2-y^^/U^/U) 7^7tK^-2H-^^7y-4-^'/^) 757) 

#^7j?=/i<-) y ^ —/is) y°us<z/^ 

(42) 3- (4- — f/W^VV-) -2- ( ( (4- 
(2 - y^^A^cfvl-) f F7t KB-2H-f7>--4 — f/U) 757) 

20 (43)3- (4- (3 -iX7y ^^/dr^/^/V) -2- ( ( (4- (2-7^ 
=.;V3L.*f-)V) rh7t KB-2H-f7V-4 — i M 75 7) $JU7$—/U) 
y^—jis) yn/<^^ 

(44) 3- (4- (e-^/l^-n-Y^K— /l^-l — f/U/.?vk) -2- ( ( (4 
- (-7-7^1^^-2-^71-) 7h7t KP-2H-k , 7 7-4-l';k) 7 5 

25 7) r7^^7W) T-p^Vi, 

(45) 3- (4- ( 6 — y/Ujrxi -Y 1/ K— /I — 3 — i)V*=f-)V) -2- ( ( (4 
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7) -%)Vi$=.;\,) y^=Ljv) ^n/!^ 

(46) 3- (4- (3-7?vWf ^H-zW- 1— 4)V*^-;V) -2- ( ( (4- 

(y-y^u^-2 — fb7tFD-2H-f7y-4 — f/u) 7$y) 

(47) 3- (4- (6-7sV$-u4ZsY— As— 1 — (WT^l-) -2- ( ( (4 
- (2- (3 -yjU&v y^=. ;V) =c-=f-;V) Tbyt Kd-2 H- \fyls— 
A—^/V) 7 5 7) 7JSl-7$~/U) y=.~)V) -fu^^ 

(48) 3- (2- ( ( (4- (2- (3-7;^07s=/V) ^/l-) fh?t 
10 Kn-2H-t°9^-4-^/V) 75 7) yfr/l^^/V) -4- (3-7 5V^ 

-Y ^ K— /v— l — -Y ^ ^ - ,^) yzz s< vi^ 

(49) 3- (4- (3-^ryy^/^y^^M -2- ( ( (4- (2- (3 

-7;^d7j^) ^A-) 7h7tKo-2H-t'7y-4-^V) 7 
5 7) ^/Vtf^/V) 37^=/!/) ^n/^^ 
15 (50)4- (4- (1, 3-i?**y-4^y^-5-' fjU^^y) -2- ( ( ( (1 
R) -1- {.y-y^U^-l-^/V) 757) #Atfc^) 

M y*?^m. 

(51)4- (4- (3-7^/^^/drv') -2- ( ( ( (1R) -1- {y-y 

a^=f-jv) 757) fuv^fv) y^;V) y*?^m, 
20 (52)4- (4- (3-i/T/y^y*^) -2- ((((1R)-1- (-7-7 
fuis-i — a^f-M 757) % y y°?^M, 
(53)4- (4- (3, 4-v»7?VK7r t 7=3r;7) - 2 - ( ( ( ( 1 R) - 1 - 
(±7$ l — f/u) ^/u) 7 5 7) #/M?=/w) y^-/u) y*?^ 

25 (54)4 - (4 - (4 Zsjfls- 5 — ( Slsttis) - 2- ( ( { (1R) - l- (t 
^^V^-l-^f7l.) s?-A0 75 7) #Atf?=/U) :7^/W) 
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(55) 4- (4- (3, 5-^f^7*;*J/) - 2 - ( ( ( ( 1 R) - 1 - 

(56) 4- (4- (3-*^/ls^$-7^y*is) -2- ( ( ( (1R) -1- (t 
5 7^1x>--l-^yu) a^/V) 75/) jjArffi—A') Z7^=.;V) ~? ? l/Wt^ 

(57) 3- (2- ( ( ( (1R) -l- ( 3( 5-*^^7x^) -3-7 
^Vl^^vtT) 7$/) fJAsfts.*,) -4- (3-7/^a7i=;V7?y) 
^31^/1^) 7a^yi, 

(58) 3- (2- ( ( ( (1R) -l- ( 3> 5 -S^^Vl^x :=■/>) -3-7 
10 V-fU-ff-fr) 7 5 7) #jUt$~/u) -4- (3-^^7x^7 5/) 7 

(59) 3- (4- (3-^7/7x^757) -2- ( ( ( (1 R) - 1 - (3, 

15 (60)3- (4- (3, 5-i?7^tP7xx;|/7^/) -2- ( ( ( (1R) 
-1- (3, 5-v^5vH7cc^/U) -Z-^^VZff/U) 7§7) Tj/VzJ? 
~}V) 7 a^z=-;V) 7nAVi, 

(61) 3- (2- ( ( ( (1R) -i - ( 3 , 5-^f;V7x^) -3-7 
fvl^^VW) 7 57) H)Vi$-;\,) -4- (1, 3-^^i^-f ^^^-5 

20 — f;V75 7) :7^;x/l/) r/n^^^ 

(62) 3- (4- (3, 5-^tD7xy^» -2- ( ( ( (1R) -l 
- (3,.5-^f;l,7xx^ -g-^^-/^,^ T$/ ) x^-,^ 

(63) 3- (4- (3-^7/7*y^iy) -2- ( ( ( (1R) -1- (3, 
/U) :/n^>^ 
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(64) 4- (4- (3, 5 -&*7As-7 -2- ( ( ( (1R) - 1 - 
(i-7^U^—2-yfM ^JU) 7 5 7) %;V7$=.;V) 7 7W 

(65) 3- (4- (3, 5-^^7s;^) - 2 - ( ( ( ( 1 R) - 1 - 
5 (t7^^-l-^^) ^^) 757) #/V7f^/U-) 7;c=/l7) 

(66) 3- (4- (3, 5—^7^7x7=^:7) -2- ( ( ( (1R) -1- 
(1r7?Vy-2-' f/U) ^=f-jV) 75 7) 7x^) zfn;* 

10 (67)3- (4- (3, 5-^9vK7cc/dr^) - 2 - ( ( ( ( 1 R) - 1 - 
(3-7^vK7x=vl') - 3-7^vU7^vU) 7$/) 
;V) 7°D^;x^ s 

(68) 3- (4- (3-7^7i=^7 5/) -2- ( ( (4- (t-7*W 
-2 — f/U) fh7tKn-2H-l:'7^-4-i';W 757) ^^tK^/V) 

15 7x=/H T'P^fjgfc, 

(69) 4- (4- (3-7^0 7x^7 5 7) - 2 - ( ( ( ( 1 R) - 1 - 
(■7-7*1^-1 — fM a^f-M 75 7) Xsu-tf-M 7x=/i7) -r$is 

(70) 4- (4- (3-7^7x^757) - 2- ( ( ( (1R) -1- (t 
20 7^l^V-l— f/U) ^jV) 7 5 7) X/Utf—jU) 7x=/^) 7*^^ s 

(71) 4- (4- (3, 5-^7/^o7x=/V7 5 7) -2- ( ( ( (1R) 
-1- (7-7^ W>-- 1 --T/W) 75 7) */kzK=/l') 7x=/U) 

(72) 4- (4 - (1, 3-^drf--r^>-5— f/KT5 7) - 2- ((((1 
25 R) -1- (7-7* l^V- 1 T/1-) ^/l") 7 5 7) ^/l^^/U) 7x = 
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(73) 4- (4- (3-^7;7*^r>y) -2- ( ( ( (1R) -1- (i- 

yWV-i-jjX') :^9vv) 75 7) ?uvi$~M y^=.;v) T'^^m.. 

(74) 3- (4- (3, 5-^^7x=^7S>) -2- ( ( ( (1R) - 
1- (1-7* U^- 1 -JM ^/U) 757) #/I^=/U) 7cc=/V) 7° 

5 P/-?i/g£ x 

(75) 3- (4- (3, 5-^f/V7x=;V75/) -2- ( ( ( (1R) - 
1- (t7^l/y-2->f/>) ^TVW) 7?/) */V7}?^/U) 7*=/V0 

. (76)3- (4- (3, 5-^f/U7*=^75y) -2- ( ( (4- (3, 
10 5 -5^7 5vV-7:x.;=W) fF7tFa-2H-t ,, 7y-4->fyi') 757) 
^/l^zi/V') ^1.^/1^) r/p^^I^ 

(77)3- (4- (3, 5-5>7^:7*^/V7 5 7) -2- ( ( (4- (3- 
7f;i'7x=/i') T hy t Ko- 2 H- 4 -iVv) 757) #/i-7t? 
=/^) 7ct=/i^) /c^yi, 
15 (78)3- (4- (3, 5 -5^7 ^7*7 3^:7) -2- ( ( (4- (3-7^ 
^7i=/V) Th7t Ko-2H-f77-4-^) 757) #/L^=/V) 

7*— /U) ^P/^i'ik 

(79) 3- (2- ( ( (4- (^77 7^-2-^^) rh7tKa-2H- 
tT7^-4— f/U) 7 5 7) Xsls7$=./U) -4- (3, 5-^7tVP7*7 

20 3r:7) 7*=/H 7n/^|, 

(80) 3- (2- ( ( (4- Hy777^~2 — fM rf7t Kn-2 H — 
^7^4-/f^) 757) #/Wj?~/U) -4- (3, 6-S?^^/U7*^ 
/V7 5 7) 7a^~;V) 7"B^y8, 

(81) 3- (4- (3, 5-^7 57^7*7^) -2- ( ( (4- (2-7* 
25 =/Wrc^vW) 7 i h7tKa-2H-b:'9^-4 — f /W) 757) #/l^*/P) 
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(82) 3- (4- (3, 5— -2- ( ( (4- (3, 5- 

(83) 3- (4- (3, 5-^^7x^75 7) -2- ( ( (4- (2- 
5 7x^;uxf;i<) r h7t Kn-2H-t'7>-4 — t ;v) 75/) 7>/U/J? 

(84) 3- (2- ( ( (4- (3, 5-^^7*=/U) ff7tKn-2H 
-tf7^-4— (M 75/) #71^=^) -4- (3-/^7*^7 
5/) y^^jv) y°ns<i/m., 

10 (85)3- (2- ( ( (4- Ky/ft7xy-2-^;V) rh7tKn-2 
H-^7/- 4— T/U) 7 5/) tfA^sAO -4- (3, 5-^/^7 
x-^7 5 /) y*.z=-)V) yu^-y^ 

(86) 3- (4- (3, 5-^^7x7^/) -2- ( ( (4- (2- (4 
-^M-n^^^/W) cn^vv-) 7h7t Ko-2H-f7>'-4-i';l/) 7 

15 5/) ^7/U7{?=.yW) -7 x.=.;\s) 7°x2s<l/^ 

(87) 3- (4- (3, 5-^f/V7x^75/) -2- ( ( (4- (2- 
(4-7;^B7x^) ^fvv) f f 7 t Kn - 2 H- 1'7 /- 4 -^{^) 

75/) ^7/^— /ix) :7^-,v) ^ny^g^ 

(88) 3- (4- (3, 5-^/^7x^75/) -2- ( ( (4- (2- 
20 (2-7^tD7x-;l/) ^=f-/U) f h7t KD-2H-fc'7/-4— f/U) 

75/) 7j/V^— ;l-) ~7 3.~;\s) 7us<>-^ 

(89) 3- .(4- (3, 5-^f^7x/^) -2- ( ( (4- (2- (2 
-7/^n7x^/l^) cc^/v) 7h7t Ko-2H-f7/-4--{;l') 7 
5/) ^/i^^/u-) ;v) y^u^Wts *7cfi 

25 (90)3- (4- (3 , 5-i?/^7x/^) -2- ( ( (4- (2- (3 
-7;i/ta7x^l/) ^9vu) fl>7t Kn-2H-t7>'-4->(;l') 7 
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5/) y=.z=.;v) zfus^m, ^tib©a Z:fob<DWWmm, 

(1) 3- (2- ( ( ( (1R) -l- ( 3( 5-v?^^7^^/V) -3-^ 
5 7'A''7?'/l') 75/) #/t^c=/lO -4- (5-7/1^-b-2-t<5vI^^ 

(2) 3- (2- ( ( (4- (-<^y^7^^-2— Y/U) fh7tKo-2 

Y/v) 757) #/l^=/P) -4- (2, " 5 — 5>:7/M-n 
7^7 drv'/^/l^) ;7c&=./u) yn/^yi, 

10 (3)3- (4- (2-7/l^B-5-;*^/K7^/^;rf<7VU) -2- ( ( ( (l 

R) (3-7^/i^7^~^) :/gvt-) 7$/) #/V7j?= 

/u) 7^1^/v) yus-s^m^ 

(4) 3- (4- (2, S-^^/W^-D^^ydr^^^-yV) -2- ( ( (4- (2 
- (3-7;^n7x^) ^^vP) x h9t Kb- 2H-fc'7y-4-^ 

(5) 3- (4- (3, 5 —&*?*A'7x.~A'T 5/) -2- ( ( (4- (T"7 
?U^-2— (M 7h7tFn-2H-t7V-4 — f/l^) T5/) D >v 

(6) 3- (2- ( ( (4- (^^i/^^^^-2— fh7tKB-2 
20 — f/P) X5/) #/l^~/V) -4- (3, 

(7) 3- (4- (2, 5-^7/VtP7iy^f;V) -2- ( ( (4- (2 
— :7;c— /Vcc^vl") ff7t Kn-2H-1^7y-4 — f;u) T5 7) 

25 (8)3- (2- ( ( ( (1R) -1- ( 3> 5-^f/U7x=/U) -3-^ 
^VI^tVU) 757) #/I^~/U) -4- 7 
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(9)3- (4- (2-7/l^P-5-7 7VU7x/^v'y.?Vl') - 2- ( ( ( (1 

r) -l - (3, 5-*?*^jw7=z~su) - 3 - / fvio^/u) r;;) * 

/l^-/U) 7x~/U) -?n/*l/^ 
5 (10)3- (4- (3, 5-^^7x^75 7) -2- ( ( ( (1R) - 
1- (3, 5-^^7x5^) - 3-/.fvU7*fvl<0 75/) #/U/i?xz 

(11) 3- (4- ( 6-7/^0 y 1 -^/U^ f ;u) -2 - ( ( ( (1 
R) -1- (3, 5-^^f;U7x^) - 3 - / 757) * 

10 7 x TW-^g^ 

(12) 3- (4- (3, 5-W^7a;^/) -2- ( ( (4- (T"7*V 
Z/-2 — fM fh7tKn-2H-t'7y-4-^;k) 7 5/) 

AO 7x~A-) 7*12 ^i'l^ 

(13) 4- (4- (3, 5-^7-^7x^7 5 7) -2- ( ( ( (1R) - 
15 1- 1 — f^O ^^) 7 5 7) */W7^n/u) 7x=;u) 7* 

(14) 3- (4- (2-^D n- 5 - 7 ?vV7x/3r-> 7771*0 -2- ( ( ( (l 
R) -3-75^-1- (3-7^7xx^) -f^-iV) 7 5 7) ;#/t^~ 

20 (15)3- (4- (2, 5-^7/^0 7x7^^) -2- ( ( (4- (2 
— (4-7/I'to7xx/k) =^^M T h7t Kn— 2H- t°y 4— ^ 
AO 7 5 7) ^A-tff—AO 7xnA0 T'n^i/g^ 

(16) 3- (4- (3, 5-^7^7x^757) -2- ( ( ( (1R) - 
1- (3-7f/V7x^) -3-7^7*^/>) 7 5 7) j&Aoffs/u) 7 

25 x— AO 7PAVi, 

(17) 3- (4- (2-771^0- 5 -7 f^7x7 ^rio^/l") - 2- ( ( (4 
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y) ft/isTR—M 7=.=-}V) 7°u/<is^ 

(18) 3- (4- (3, 5-V*^Jls7^S**s) -2- ( ( ( (1R) -1- 
(3, 5 ?-/U7^=^;U) -S-tT-jtU-fT-A,) 757) #/M?j=/V) 

5 7=c--)V) zfn^m, -£±1* 

(19) 3- (4- (3, S--J^=f-;vy^^;\yT% /) -2- ( ( (4- (2- 
(3 ~7;VJru7 ^=-;U) cc^vu) Th7t Kcz — 2 H— t°7 2/— 4 f/U) 

r^y) 7*=^) zfv/<^m, ttitboim., ^nh<Dmm^a 

io fift] 

mHMm*.mB<Dt£\t\ **tt©t>©w*uv^ ^sfc^tt^tLx 

^^H^X/UTfr^mM, h Aral is* Atfc zsfBfa J^Hr 
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ctst> mm* *fr»jcf±j»Dfe©mffioft«r % Ktta^^^r^ 

#389§fcJ:3imaB©afcSF N ^*!>m***to;£**£i:#T?$* MM 

EP,7^^ hiEP 3 7^=r^ h&m-fc-&®, oitlEP^J; 
^EP a ^U7^^ h^ffl^f t5 lft^-efcoTti^^V^. 
EP,7y^^x hiEP 3 7>^^ h*#/B*lXttlBI--»W I f , fc* 

15 fc|Rje**t*v\ 

£fc^ofciOEP,7^^ ^*a*^*-ct>ati«5. r<£><fc5 

^^^v^^SEP^^:*-* Mi, MlELfc (1) ~ (39) © 

*l<5EP 3 T>-*=f~* Mi, Jt&fBLfc (4 0) ~ (4 7) ©#KiNB#f-fB^ 
©^fcfe, *3 <tt^H^ttiS#-§-PCT/XP2004/001262 fc|B«©^feJC«t •? JjBt^S 

25 r^^-r^s 0 
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5 zmM&^vmm] 

15 $ e> fc 

2) ^(omm-mmm, ^i©fiic, 

20 LTfe<tV\ 

*»EP,T^^ h*J < tD?EP 3 T>'^=i p ^^ b(Dffi.%-&frlth 
KttEPjT^^ hiEP,7^rf5^ h^lH-T-feS-fb^i:, 
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HO|ft**j3*t> L< fiEPiT^rf^^ htEP 3 7^^ h^R— 

tfcliEP^^^ fiEP 3 7^^ 1^13— CfcaflS^tt©^ 

Jt=y^, H«*et5o|H % ai T=f=*K o^T^r^^K GAB 
15 A7=f-^ h N JtftM^ ^Btt^l^E-^ Jftffrafc/V^E-J^ NK,7^rf= 
* K fl.Tsfe;* K P2X7^^ K#y 

LPA, ^IH^^ (Wis 7 a: 9 Y^i/ls) „ (Ml, M3) 

T^*=f=;*K 5-HT 1A 7^^h, A 

Ch7^^ k Caft^7y^^ Keif^rffejxs. 

20 Raj ^fli LTft flfctf, afflM-**^^^ ttfc*<*.*3-;K 

/f^a^y^y, M^"^ F^TO^y, ttL-fU hn^f Z-338, 
K-112166-04, ONO-8025, ^!)7xf^ YM-905 Z&mfhM. 

JJ L-Cfi,M^fisYM905,ONO-8025 fcif^ff k*U<5„ 

25 *»«OEP,7^^ hfcctU^EP 3 T^^=T=^ h ©j»*-£:b*fc 
K(iEP 1 7^^hiEP 3 7y : ?=r^ h^ra-TfcS-fb-frftfc, 
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*»HOEPj7^rf=^ ffcJ;t)!EP 3 7y^^^ h<Dffi.%.& frith 

«Mr±, fcfi, nm, w^fia?)S 

fifeA— Afefct), llHlto# lmg^f, 1000m g Ofgffi-e 1 
B liaa>&»|HjfipjS;4-Six«*\ SfcfiffcA— AfcfctK l@tofo.lm 
15 g £> 100m g <DffimX\ lRimt>> b&m&B R (0* b < (4, ma 

*fcf± 10 1 l^ffl^b 2 4ifi©i|Bt«§irtl^IS4 

20 ^^5 0 

EP.Ty;!'^ hfc«tt;EP,7^^ h ©jfc^*^ EP.TV 
* hi:EP 3 7^^ *tfm-V3bZfc&toki&<DmM<DWmM&& J * 
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ma^<Dtc^<o^mmm^mi\at, mm, %m. z^^Ms mm. m 

15 ^ps^©fc*<z)i^M^j(4, ii^ki^^s*^ mmm, %m, 
m^jx *Lfls«, turn, ^mn, &&m. mmm 

20 <ss<8rg-#ucv^-ct>J:v\, 
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6 ftftfej:miz&^xmw-$-z frm&kfflxK. «t o xm& zfrz* * fcansr 
#ftqs^©fc*©^/8aii ufi, «*.wr, mmm. mm. 
^<D^mtiittmnwaztt,x^z&ttzvmk&ti&a 

Sfmffioafci?^, wjnfe3^7>rr^©afe»^ % #&jK©igR3s©& 

3mg/kgOft^« (1) ; 3-^^-4- [6- [N- 
^ yyf^-N- (4 - ^ f /V- 2 - f 7/!) ;i/X;V7 1 75/] 

(2) ; N- (3, 4-v?7/^n^oi=;l'^/V^=yu) -3- (2- 
(2- W^-2-> T/W) xhJfi/) -4- (3->7/7x/^> 
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i2 0fi, 3mg/kg (Dit&m (1) t, lmg/kgOft^ft (2) 

Omg/kg©f^ (1) 3 0mg/kg©^l5 (5) ; 3- [4 

- [ (2, 5-v^fVu:7^/driy) ^/U] -2- ({ [ (1R) -1- 
(3, 5-i?^/U7^^/u) T$/} ^/U^^) 

»4bh\ mwtmmzkzmmmmmMm^Mztenz^ io mg /k 

g <Dik&m (1) £ N 30mg/kg <Dik&m ( 5 ) ^^^L^^a^fc 

mmmi pge 2 mm^mmm^(D^mmm<D^cm^ 

«H4sd- i Gsi7^ h ost^Htr^) h^/nf^— ;v-r b v v 
a (4 0m g /kg N i. P .) xmm^tio rmMiE^mmm, mmcom^m 

0 0 (m^MM ; 10mgW0.1mLl@*/7 5/h) g^Oj&l^ft 
K&AU 6 HF B m_hMWbT^b^ b* b y-(c^bfc 0 
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*T-r/H:liU6 Bmek±M1f\.*Lyy h&^-7VH?J»U B 
10 E a &£tf£3lfefcJft« (^/^M&M0.1%^) X\ 2.85mL/htf>jt^ 

■c 3 ttram Lfc^. 2 m^mt^m s^i^w^ 2 0 %^t-fc5i <t 

15 »^{C{4 N E 1? X TV 9 h t ltd, 3mg/kg©3-^^- 

4- [6- [N-^V^f/U-N- (4-^f;V-2-f7yiJ/l'^7t 
75/] 5 — f/W^v'^^/V] g&iH- h P <7-M& [ft 

^ ( 1 ) : WO02/72564 ■§-fCiBgi©'fb£-*M £\ EP 3 Ty^ h t'V 
TI41mg/kg©N- (3, 4 - ^7;vta 7i=;v^^*^;V) -3 — 

20 (2- (2- (t7^ W-2 — f/V) ^h^vO -4- (3-^T/7i 
/3rv^?vV) 7x^;>) 7"aAy7 5 K-^MJ^Ajfi [<fb-£-#j (2) : 
WO03/16254^-td|B^N- (3, 4 - ^7^0 7 1 =;l/X;l/*=;l,) -3 
- (2- (2- (t7?l/y-Z — i )V) -4- (3-^7^7 

*©H*x fls-&4& (l) *s±l*fts£* (2) ^#^-rSii:fc«ko-C, * 
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Mtiwm-ZK. i 5^mit-<T, mammas xxtmrn* ^7^7 ^ ie 
^ssm2 : p ge 2 nm<Dmmmf&>&m\ctt-fz>%im%)m 

5 #t'l4SD- I GSl7y hSr^O-h^/Hf^— (50mg/kg, i.p.) 

m&tfx ( 9 5 %ggst N 5 %-mitmm) vtc^K r e b s mmm 
mm&izm'&tfxx-mn^fz.Kr eb smmm o 7*c, 5mu 

10 g ©A^fT'M L7c„ 

W03g^f4> f^l4h7^ra-t- (UFER UM-2 0 3) *5 
cfcW^ (UFER AP-5) ^^Lfc^^^^gv-^xA (V^ 
L^^gMH) £fl3V\ tr-^JfcilvO^A (NR-1 000, 

15 I*»fLt l^miaii-Ufc^, mt*V *A (illSlOOmm 

PGE 2 (0.3nmo l/L-3 0 M mo 1/L) ^It^lCttL, 

&$ikmu ioMi^PGE 2 ^iiwjpu »»at©PGE 2 ® 

20 SJC&^SJ^UfCo 

&mm<D p g e 2 ^dj- j; § Mjjmb&m?*wi , m^sM© pge 2 © 

ttRMIfcW:^ EPJ^rfs^ hi LTf± % 4- [6- [N 

25 W 5 — f/V^v^ ^] [fcfrtt ( 3 ) : WO02/72564 

SB*©fb£-*M ^ EP,7^^htLm 3- (2- ( ( (1R) 
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- 3 - * f-JV- 1 - (3, 5-i?*?SU7^~/U) zf^JV) #/W^-f/V) 
-4- (2, 5-i'7;l'to7iMWf;l') 7x=;U) ^n^i^Sft Cfl5 
(4) : WO03/16254 #telB*fcP'ffr£'tM &JflV\ itLfeSr-t^-etl^tt 

5 fls** (3) ts^mt^m (4) ^#ffii-5^<t}-J;oT > P 

10 HJi^J 3 : ^rjvfxi x V ^MUK «fc 5iiS»J»H)fefc^5«iWSft* 

(0.2m g /kg) Sr^TS#Lfc„ ISliOlSS, 

J>, (NR-1 0 0 0, KEYENCE) &R}^T'^— K9*-f * ^ JhfcfB 
15 ft L7c D iM^n * h yg^t^ b 3 P$^©#SIf%I£ U 

EP,7y^^-^ hi: UTtt, 3-^^-4- [6- [N 

-^yT'f/v-N- ( 4 - ^ f /i'- 2 - f r y !) ^^^7t r§/] 

20 WO02/72564 &\Z.'8&<Dtt&Wl £n E P 3 7y^ =?~X b t LTI4 X 3 - [4 
- [ (2, 5-i?*?-;vzr^;*is) *?-jv\ -2-({[(lR)-l- 
(3, 5.-i^^f-/uy^^/u) - 3-^9vk^vkI T%S) %/ut$~/u) 
7x=;p] yus^m Ifc&m (5) : WO03/16254 ttWMtDte&Ul 

25 *©3fe* % (1) fcimfe (5) MtSlttioT, * 
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mm*^ h'*/u\??~/ummT (50m g /k 6 , l p .) x>w%kmmm 

$ti&m^fi, ^5SM3<b|^D^% (l) *5iT>' (5) %^Lfc 0 
^M*. ik&m (1) *5iWb^lb (5) ^^i-<5Ci<!:(cJ;oT, 



J5ic^-^#W-r S ^10 0 ^^#fc a 

• 3-^^-4- [6- [N--<y^^-N- (4-.?<?vl— 2 -^T 



• N- (3, 4-v^7/l'tn7i=/MM=;l/) -3- (2- (2- 
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7$Ul/-<2. — (;V) a^h^rty) -4- ( 3 - ->T 7 7^ / ^is* °?;V) 7 



7°*'<Z/T% K^-^y !>Alg 2.5kg 

• #7M?3-S^?vH?/Pn — *#/l^>i7A (jftftai) 2kg 

•^fTUy^^i/^ (fl?jf£ij) ik g 

5 -Mlt/Vo-^ 8 7kg 



MM 2 : 

10 m g (DmVkf&ft&'Sft-rZ T 1/7° >V 10 0 75**Utz 0 

• 3-^/V-4- [6- [N-^y^f;i/-N- 2-^T 



b y V&M. 15kg 

• N— (3, 4 — v^^yu^-n ^ ji^/u-xyU/^^/V) —3— (2— (2- {± 

15 7^ 1/V-2--T/1-) aihdr^) -4- (3-v-Ty ^^/drv-^^/U) !7 

^"d^^t $ h y 5kg 

.-^is-y—sX, 2kg 

• M^7k 5 k 1 
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st * <d ft m 

5 

10 tf/£fcf±i<&seai 0 

4 . «&Pft«*sifi^iiij$j|)irc& sit Owmm 3 (ciBfwiKiSo^iSfe 

15 5. Tmmmmi>mHi®T&m, mmm, *fc»^^siT?*>5»*o«sBB4 

20 

7. m^^TO^^. Mm&fc&m. &mmm&m, bmmB&m 
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11. EPjy^^^h^ (a) 



10 (5£4\ (^) joJ;t>* (V| tt, ^^tliSUT, C5~15©^Ii, 



Z u U-COR IA , -Cl~47/^l'y-COR 1A , -CH=CH-CO 
R^-ChC-COR 14 , -0-Cl~37/^l/y-COR 1A (#St 
15 R 1A {3\ fcmm, C l~4T/^3dr^*fcttS;NR 6A R 7A (5£tK R 6A *5cfc 
T>*R 7A fi^3iLT7K*J©^Sfcf4C l~4 7;^^fct c ) T^$tb5 

Z ^fiTkgfUC^ C1~4 7/^;K 0^47^3^^ ^ho, 
. 20 (5$4\ R 1A f4 s HufBtl^ClC^^-t-o ) X*7F%tlZ>m%:ikt>l^ Z 3A 
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U Z SA {4(1)C 1 ~ 8 T/W^/K C 2 ~ 8 7)V*r~)V, C 2 ~ 8 T/l"¥ 
(2)7,c-/K C3~7^a7;v^K HH£fcr± 2fi©»3R, ^M^fcli 
li!fl:ft5 5~7i©iiS, (3)7^n/^/cf4C 3~7^p7;v 
^-eam^frfcC l~4 7;^, C 2~4T/K^=/U*fcttC 2~4T 
5 /Udr~/^ (_h|B(2)*Jj;T>X3) c t J <D7^-/K C3~7^om;K H@£ 
fcf3 2ffi<£@£5!f, «^*fcf4^M^^*i"S 5~7M^^f4l~5j@ 
OR 6A S (^OR SA f^A£bX7km^> C1~6 7;U^K Cl~67 

10 ifeUR^ttCONR^NR^CO, CONR 8A -C 1~47/^^^ 
Cl~4mi'y-CONR 8A % NR 8A CO-Cl~47MV'y, CI 
~47/^l'y-NR 8A CO, C l~37/^Vy-CONR 8A -C 1~3 

Ts^is^, ci~37Mv , y-NR 8A co-ci~37;^i/y 

■K R 8A te N TK^M^^fcfiC l~4T^=3r/^*^-t- 0 ) N C\ S, NZ 6 
15 A (it^ Z 6A tt N 7k^Mfc{±C l~4T^dry^^i- 0 ) N Z 7A -C 
l~4T/l"*rU>'^ C 1 ~4T/^=3rl^>'— Z 7A \ C 1 ~ 3 TVl-dr U>"- Z 7A 
-Cl~37;^l/y Z 7A «, O, S£fcf*NZ 6A (^cfz^ttM 

mtm^M^m^-to ) sr*^-r 0 ) ^^t^ss^ co, co-ci~ 

4 7/^uy, ci~47;^uy-co, ci~37/^wy-co-c 
20 l~37;^l^y, C2~4 7;^^ C2~4W=vy ( ^fcfic 
2 ~4 v^Sr^t? 

R 3A fi*^M^^ C1~6 7;^;K C1~67;V3^X Cl~67/^ 

7K^S£fctefc Kp ?-/U&mt> U R 4A f±(l)7K^0^ (2)C 1-87 

25 C2~8 7/^/K C 2 ~ 8 7V1"¥=vK (3) 1 <S£fcte 2 j@<Z>C 

ooz 8A , conz 9A z 10 \ oz 8A i OS-S'K z 8A s z B \ z 10A m& 
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~ 6 T/V^r/V, (4)C 3 ~ 7 a T/U=¥/K (5)^ ^ — /U* fcttC 3 ~ 7 ^ 
a Tyl"¥^-t?e^$ixfc C 1 ~ 4 T/V-=¥A\ C 2 ~ 4 TVl'^svl'* fcf± C 2 
5 ~ 4 T /t^— tv (JilE(4)*3 <£ XJ(5)$*<Dy C3~7^a T/V=¥/W±. 
1-5 i@(DR 5A £ (R 5A f4t«IB<!: m C#*^^^„ ) X'WmZfrX h iV\ ) 

U (l)R 2A *5«tt>*Z 3A {i^rtb^ (b*| © lfltf8J:t*2{fcLa»lfrfr*-*\ (2) 



A A ) «WV*>ttjHJl, (Z 2A ) tA ^COR 1A ^$^ 



10 Z 1A {4-<^^(^)3^yc:{*4{SL^'^L^V^t i Oi:i-6 0 ) T**£:ft3 
(B) 
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SNR 6B R 7B (5t1» % R 6B joJ;t>*R 7B te#*aA£LTs zkiSUK^ *fcf±C 1 

i*Cl~4(DT/l'2r/um$:mfrL, R 3B *5j;T>*R 4B fiC 1~4©7M;H, 
^ n r^Bfrti fcf* h y 7 A-;*-n ^ ^^£3^ U R 5B WsksfeM-?. C 1 ~ 

fcf±r;«M^**^o fcf£U (a^ C^X^ R1B 



«5*; (c) 



(5£tK R lc |JCOOH, 5-^^-1, 2, 4 -?t 

15 ^tv^r/y/K CH 2 OHtfcf45-t^y-l, 2, 4-^7^7/!)^ 

T*R 4C f±, (lJ^f/l'Jii^^K (2)^5vWo«£t>^PP. (3)^PP*5<fcT>* 
^ (4) h V P Tvl-* «fc W**flD<ft** * fc ti 

R 3 c *5 J: R 4C ^-a- LTV^S^mJ®^ t — »fc * o Ts (5)->^ a J', 
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y?vK 2-^f/V-2-/n^=/K V^nT'n 9vK ^ 

5-xh7Vy/K 5-^y-l, 2, 4-^-dr^Tyy/V*fcf±5- 

10 S©TO*3j;T>V*fcf4^^J 0 

12. ft^^S, 4- [6- [N-^y^-N- (4-*?VV-2- 
3 -y^/l— 4 — [6- [N--Y y^fVk-N- (4-y^/u-2- 

1 3. EP 3 T^d^.X h25, — jRS; (D) 



20 (5£4\ R^tt-COOH, -COOR 4D , -CH 2 OH. -CONR 5D S0 2 
R 6! \ -CONR 7D R 8D , -CH 2 NR SD S0 2 R 8D , -CH 2 NR 9D COR 1 
0D , -CH 2 NR 9D CONR SD S0 2 R 6D , - C H 2 S O 2 NR 9D C O R 1 0I \ 
-CH 2 OCONR SD S0 2 R 6D , fFy^K 1, 2, 4-tW7y- 
1, 2, 4-^ti?7/-/V-5-fty, 1, 2, 4-^ 




d>) 
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2, 3, 

R 4D ttc i~6 7;^;Hfcfi- (ci~4mM -R 11D =i:^;bU 

R llD tt7K^> C1~47;V3*^ -COOH, Cl~4 7;^*i/*/l' 
5 tJ?=/k £fcte-CONR 7D R 8D &:ft;bU 

R 5D l±7fc^^*fc{*C 1 ~ 6 T/V^r/VSr^^ U 
R 6D f4 % (i)C 1 ~ 6 T/l^/K 

(ii)l~5i@OR 12D S-eg^$^TVN-5^feSV^f4ilg^©C 3-1 5©¥ 
10 ^(D^gSf^ 

(ui)l~5^<^R 12D ST?fim^tvTV>5^&5VN«Mgm^C 3~1 5 
iOffit ± oTf^$^TV^5 C 1 ~ 6 C2~6 7^=^ 

15 R^itfR^te^^^LT, (i)7k^M^ 
(ii)C l~6 7/^/K 
(ffi)7KI£K. 

(iv) -COR 17D , 

(v) l~5^09R 12D S-eg^$^TV^6^fe5V^4iEg^c 3~1 5 

20 -mhzwz^mtDmmm. ^^^3-1 5M©¥^ -^&3WiH 

(vi) l~5fficOR 12D S-C♦gm$tl■rV^5^fe5V^i^iEgm©C 3~15©| 

^co^^t i o rgm$ frx v > §ci~4 r^/^mt> U 

25 R 9 D ffcRSlIC-?-* fi C 1 ~ 6 T/l^/i^Scfr U 
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(ii) C 1 ~ 6 T/ls^r/K 

(iii) l~5j@<DR 12D S-^g^fe^^^TV^5^foSV^(±«g^(DC 3~1 5 

5 (iv)l~5^<^R 12D ST-g^^^TV^^fc5VM4il^©C 3~1 5©¥ 
*fcfiC 2 ~ 6 T/l^^/l^^fc U 

R 12D f4, (a)C l~6T/l^ryK (b)Cl~6r/^^ (e)Cl~6m 
10 (d)^u?>m^ (e)CF 3N (f)^7V, (g)=hn % (h)*@£g, (i)- 

COOR 13I \ Q-NHCOR 13D N (k)-S0 2 R 14I \ (1)-NR 1 5D R 1 6I \ 

(m) c i ~ 4 r >\<*)vih 5 v n it** y -eg m £ v * s 5 v n Mgm© C 

3^7©l|liiit*i, (n)C l~4T/l"¥/Hfe5V , 'r±^-'¥yT?Klft$tt-CV>S 

15 D % -NHCOR 13D N -SO z R 14I \ *> 5 V^-NR 1 5D R 1 6D fc «fc oTg 

R 13D «*JffJ^ Cl~4 7/^/K 7s=/K (Cl~4) T/V 

R 14D fiC l~4r^/^ifcU 
20 R 15B 33WR lsI) f«MWLT, **J®^ C1-4 7M/K 7~ 
7;r.~/U (Cl~4) T/^/U^^U 
R 1 7D fiC 1 ~ 4 T/l^/V£ fctt7x=A-*«i3 U 

(ii)C 1~6 7/Mft<'>\ 
25 (iii)C 2~6 7^=uy % 
(iv) C 2 ~ 6 T/l"¥= V" >\ 
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(v) -0- (Cl~3T/^l/^) s 

(vi) -S- (Cl~3 7^1/y) , 

(vii) -NR Z0D - (Cl~37/l'^l/y) „ 

(viii) -CONR 21D - (C1~3 7;^M s 

5 (ix)- (Cl~37/^ky) -O- (Cl~37/VirPy) , 

(x) - (Cl~3 7Ml/y) -S- (C 1~3T/Vdrl^^) > 

(xi) - (Cl~3 7^l'y) — N R 20D — (Cl~3 7^^y) N 

(xii) - (C 1~37/Mrl^>0 -CONR 21D - (C1~37/^M x 

(xiii) - Cycl c , 

10 (xiv)- (C l~47"/Vdrl^V) -Cycl D s £fc« 
(xv)-Cycl D - (C1~4 7/^M fe&frU 

»tftb«3£l'>'6fifCj;or«lft$^TV^t>J:< : 

(a)C 1 ~ 6 TA**/U % (b)C 1 ~ 6 77Ua (c)^ p P^m^ (d)CHF 2 . 
15 (e)CF 3l (f)OCHF 2N (g)OCF 3N <h)*j»£ % Kp*'> (Cl~4) 

R 20D fi7K^il-T-, Cl~4 7;^/K ~S0 2 (Cl~4) T^/K *fc 
liC2~57 vvi'Sr^fc) U 

R 2 1D te7kSfJl«fcteC 1 ~ 4 TW^l^^t? U 
20 Cycl D JiCl~6 T/l^/K C 1 ~ 6 7^3^^ C 1 ~ 6 T/l^/I^;^ 
C2-6 7/^-;K C2~6 7;^=/K Ap^yjg^ CHF 2N CF 3 , 

z^ttmw&oc 3-7 o^m^m^. 3 ~7A<Dmm*mm**t> 

U 

25 B D gfiteC 3-1 2©l|i«&^f4-it©ja*g|k *fctt3~l 2fi<39^fe 
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R 2D (iCl~6 7/^;K Cl~6 7;^^ Cl~6 7Wft, C 
2~6 7;^-/K C2~6 7/^;K ^n^JR^ CHF 2N CF 3 , 

-D-R 3D ^-A D -R 1D i^lTB D i(a;^|iWOttT^f5 

Q D J4 (1) (i)- (C l~4T^=2rV->- x C2~47/^=UyJfcttC2~ 
10 4 7/^-1'^) -Cyc2 I \ 

(ii) - (Cl~4 7;^uy) -Z D -Cyc3 D , 

(iii) -NR 24D R 2 ^ _ s (Q) pR 26D^ >>Ty> -NR 23D COR 27I \ - 
NR 23D S0 2 R 28I \ *5it>*-NR 23D CONR 24D R 2SD ^6 5 31fm5S^ 

15 (iv)C l~4T/l'rj^ri>- (c 1~4) TVl'S^S', — NR 2 3D C O R 2 7D N — C 
or2 8D n _0S0 2 R 28D , -NR 23D S0 2 R 28r \ *5j;T>'-NR 23D CON 

R 24D R 25D ^e,i(f^i, 

(v) 1 ~ 5 m<DR 3 0D T*g^$^-C*J V) , ^o^© p -fe l R 3 od, m<D 
20 9|ttt*9k . 

(vi) l~5^@COR 30D T'gm$^l<TV^-5^feSV^fi&£g^C8~l 5©M ' 

(vii) -T D -Cy c 5 D , 

25 (viii)-L D -Cy c 6- 1 D , L D (C3~6^n7W % -L D -C 
H 2 - (C3~6^P7^) % L D — (C2-4 7MM -Cyc 
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6-2 D , *5J;T>*-L D - (Cl~47Ml/y) qD -Cy c 6-3 D ^b®fi* 
ti&m (K<f\ C 3~6 is? uT/U*r/l'tel~5m<DR 30D iZ- <fcoTg&£;ft 

(2) (O^^/df-v-. 
5 (uKO-:^;t-3rv\ 

(iii) t Kndf-v- (ci~4) TA"¥vK 

(iv) C l~4T/l-=idrv' (Cl~4) T/>3rA\ *fctt 

(v) - (Cl~4 7/V^vy) -O — <^/K *fcHt 

( 3 ) (i) C 2 ~ 6 TVl^^/K 
10 (ii) C 2 ~ 6 TVM^/K 

(iii) 1 ~ 3 m<D'^ v?^m*fc <fc o Tijl £*VC 5 C 1 ~ 6 T/l^/K 

(v) -fP, 

(vi) -NR 33D R 34D , 

15 (vii)— CONR 33D R 34D , 

(viii) -S (O) pD - (Cl~4) TVVSf-s/K 

(ix) -S (O) pD -CHF 2N 

(x) -S (O) pD -NR 33D R 34D N 

(xi) -O- (C3~6) TA"*:=>K 
20 (xii)-0-CHF 2N *fcf± 

(xiii)C 3 ~ 7 v-^ P T/U^u^^t> U 

R 8 2D C1~4 7;^;K -SO,- (Cl~4) T/u^/v^fc 

f±C 2 ~ 5 Ti'/I'&^fr U 

R Z3D f47k^Jl^ N C1~4 7^;K ^cn^/I^fcfi^i^/W (Cl—4) 
25 TVU^&atfr U 

R 24D *3J:^R 2SD fiW^asrbT, 7k^^, C1~4 7M;K Cy 

85 



WO 2005/000356 



PCT/JP2004/009362 



c4 D i;7Ui (Cl~4 7/^l/^) -Cyc4 D ^U 
R J6D ttCl~47;^;V$fcttCyc 4 D Sr**?U 

R 27D te7k0IW% Cl~4m;K -OR 29D SfcliCyc 4 D «fcU 
R 28D teC l~4m^ Cyc4 D Sfc|J- (C1~4T/M?W) -C 
5 yc4 D Sr^U 

R 29D tt*»^ x C1~4 7;^;K Cyc4 D £fcfi (C1~4T/V^ 
>0 -Cy c 4 D 4r«^U 

c ^^, CF 3% OCF 3s SCF 3> CHF 2 , OCHF 2 . SCHF 2 , 
10 W> ^hn, -NR 31D R 32D X -CONR 31D R 32D N *t/U$ 

/K C2~57*vvK t Kb^V (Cl~4) TVl^/K 0^4 7/^^ 
(Cl~4) T/l^/K 0 1-4 7;^;^ (Cl~4) T/l^/K - 
(C1~4T/Wdr^^) -CONR 31D R 32D , -S0 2 (Cl~4) 7VW=¥ 
/K -NR 23D CO- (Cl~4) TVl^/K -NR 23D SO z - (Cl-4) 

- (Cl~4 7;V^ky) -NR 31D R 32I \ -M D - (C3~7©| 
MM) *7t«-M D - (3~7*®|tj|til) fc*bU 
R 30D tF©C3~7^W^mm*5J:tJ«3~7M©^m^«, 1~5<@<D 

20 (a)C 1 ~ 6 T/l^/K (b)C 2 ~ 6 T/^^K ( C )C 2 ~ 6 7\Mf-£VK (d)C 
1~6 7/^^ (e)Cl~6 7^W ©^n^jJK^ (g)CHF 2 . 
(h)CF 3v ®=hn % ©fTA (k)*Mms (1)7 5/ ; 
M D f4-0-, -S-, C l~47Vl/3r^>\ -o- (Cl~4 7;^l/y) 
-S- (C1~47;^M -x - (C 1 ~4r/^^r^>-) -O-, 
25 *fctt— (ci~47;^uy) -s-^S^U 

R 31D fcJ;^R 32D tt^tt-?:-^*bT, *^fc(4Cl~47;W 

86 



WO 2005/000356 - PCT/JP2004/009362 

Cy c 2 D ttl~5®©R 30D ^^:J;oTBm$^^TV^5^fc5VM4Mgmoc 

3~i5©m -m*>zw*=m<D&tm&. tfcii3~i5*©m - 

5 Z D ft-0-, -S (O) pD -, -NR 22D - -NR 23D CO- — NR 23 
D S0 2 - N R 2 2D (C1~4 7M^) -S (O) pD - (CI 
~4 7^l'y) — s -O- (C 2~4T/Udrl/V) - % -NR 23D CO- (C 
l~47/l'drWy) , lfcli-NR 23D S0 2 - (Cl~4T^drl^^) 

10 p D f4 0, l*fcr±2Sr**5U 

Cy c 3 D {4l~5«OR 30D ^J;o-Cgm^tbTV^S^fc5V^f±4$B^©C 

Cy c 4 D {4l~5^0R 30D ^^:J;oTg^$ttTV^5^fe5V^fi4Sem<5DC 

is 3~i 2©^ats>«v^tt-at©^*at % U;f£te3~l 2M<a]i^^|£>;5V^^i- 
^ : ^iISfgi£^il:bU 

T D f4-0- s -NR 22D - -O- (C1~4 7/^M - s -S (O) „ 
d (Cl~47^^) - % */cfi-NR 22D - (C l~4 7Ml/y) 

20 Cy c 5 D f4l~5^©R 30D ^C < J:oTg^^i^TV^5^$,5^^f^teg^£7)3 
L D f4-0-^fef4-NR 23D -^toU 

Cyc6-l D |i, J^-f im±OR 30D T^m$tbTV^5^*^/^fc«-< 
25 ^^S:**? U 

Cy c 6-2 D |l > l~5^<£R 30D £J;oTgm£;ftT^5^fc5V^4&g 
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Cyc6-3 D (i, l~5fi<Z)R 30D ^«fco-Cg^^^^rV^§^fc5V^{4^g 

d d {±, (i) m.mm*. mmrn^ mmm^&zvtmnm^-frhmfttizm 
(2) mmm^, mmm*. mmm*&£Tmnm : iF-i)>bmi-£tiz>m?-3~ 

15 3D ^M-a•LTV^§|^CJ!g^^cg^LTV^5R 40D f4, R 3D <Dg&£T*& 5 R 4 
2D i-m=^oT, - (CH 2 ) yD - y D {4l~4tr^t-„ ) » 

fcR 3D ^^- LTV^S |^ CM^tgm LTV^ R 4 0D fi N R 3D <DWm&Xh 
5R 42D t-^/j:ot % - (CH 2 ) 7D -*&f$.LXh^\ 
R 40D f4, (a)Cl~8 7M^ (b)C2~8W=;K (c)C2~8 7M 
=/K (d)^y N (e)^n^>-lg^ x (f)CF 3 , (g)7fc^S, (h)Cl~6 7/^ 
25 dr>\ (i)C 2 ~ 6 TA^—yl^-dre^ (j)C 2 ~ 6 TVl^^/l^df (k)0 C 
F 3N (1)-S (O) pD - (Cl~6) T/U^K (m)-S (O) pD - (C2~ 
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6) T/Wr^VK (n)-S (O) pD - (C2 — 6) TA"¥:=A\ (o)C2~5T 
v'/K (p)Cy c9 D , (q)C 1-4 7/^^ (C 1~4) T/I^^rv', (r)AP 
Jf^m^ CF 3 , OCF 3 , *iS, v-T/, 0 1^47;^^ -S (O) 
pD - (C 1 — 6) TATA'S Cy c 9 D ^ &J;T>*C 1 — 4 7;l'3*v' (C 1~ 
5 4) .T/^3^V^e>3Bri3^5Sl*fc^42fi■T?ia^ftSi}^TV^5Cl~8 7'/^ 
dr/K C 2 ~ 8 2 — 8 T/l"¥=-yVSr*i?i"*N *>5 V^tt 

2i@^R 40D f4^i^fe^^L-CV^6^^CDiS^i:-^^-^oT, C 3-1 

ft5^njDSC^«rl*;fcfi2»g^i-5 3~l 5M©mm. -gt&SV^iH 
10 fllo«mSrjfti3U *fc»«*ll*5«J:tflj[*SRttCl~4T^/K CI 
~4 7/V3^> C2~5 7V;k SO z (C1~47;^;V) , Z7^~jV s 
*iJ:tF7xs^ (CI — 4) T/t^/l^tiikftLSfil — 3fiflj|JtlT 

Cy c 9 D f±l — 5i@^R 41D ^g^$^TV^5^fe5VNf44te^WC 3 — 6 

R 4ID liCl~4 7^A', Cl~47^3^ Cl~47^Wt C 
1 — 4 7/V-=i^v/ (CI — 4) TA"*7K Anyy||-f, CF 3 , OCF 3 . 
S C F 3% v'TV, Jfr/l^/K C2 — 5Tv-/K -S0 2 - (CI — 

4) -NR 23D CO- (CI— 4) TVM^K ^^V^ /USfctt:;*- 

20 ^yfcSfrU 

R 3D f±, ( 1 ) C 1 — 6 TVi^K £fctt 
(2) l-5'^@(^R 4ZD T*g^$tbTV^5^ifo5V^««Egi^(DC 3 — 1 5 

25 R 42D «\ (a)Cl~6 7M/K (b)C 1 — 6 77U=i +^ (c)Cl~6 7/^ 
ASf-*^ (d^o^ylf, (e)i>Ty, (f)CF 3 , (g)CHF 2 , (h)OCF 3 , (i) 
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OCHF 2 , (j)SCF 3 , (k)-NR 43D R 44I \ (1)-S0 2 R 4SI \ (m)— NR 46 
D COR 47D N (n)*^£ N (o)^y s (p)C l~4T/^=>dri/ (Cl~4) T JV 
(q)C y c 1 0 D , (r)C 1 ~ 6 T JV^- uy- CyclO", (s)- CO-C 
yclO D , (t)-W D -Cy c 1 0 D , (u)- (C 1 ~ 6 T U>>) -W D -C 
5 y c 1 0 D , (v)-W D - (C l~6T/V*Ul/) -Cy c 10°, *fc«(w)~ 
(Cl~6 7/^Vy) -W D - (Cl~6T/l^V» -CyclO D ^ 

R 43D *5<ttKR 44D fi^tL^tbMLT, 7k*R«fc(4Cl~47^^ 

10 R 45D f±C l~47^#>l't«t)U 

R 46D (47K^M^fcfiC l~47/^^t?U 
R 4 7 D r±*#J05(^* ft ti C 1 ~ 4 T/i^/vSr^fc U 

Cy c 1 0 D {4^T©(a)~0)^-f-g^^fejgfitLS l~5^@cDST'gm 
^tLTV^V^jK fe5V>ttif!©C 3~1 2 O^SSfe b < f±~^©^ 

(a)Cl~4 7/^;K (b)C2~5TvvK (c)Cl~4 7^3^ (S^uJf 

ym^r, (e)^mm, (^fd, ( g )^r / N got s ^ ©c f 3 . ©o c f 3> 

W D «-0-, -S (O) pD -tfctt-NR« D -^U 

R 48D fi7k*®^fcf4c i~4 7;^^i>t„ ) T-TjktstiZik&m, * 



(E) 
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Q E « (i) -CH 2 -0-Cy c 1 E . (ii) -CH 2 -Cy c 2 E X £fcf4 (iii) 
5 -L-CycS^fcU 

Cy c l E {4^!a@^&6V^^±l~2'f@<DR 4E T'ei^$tbTV^57^-7^* 

10 Cy c 3 E (±l~2fiOR 4E t31 < }:o-rg^$^TV^^^^/l-^t>U N 
Ltt-O-tfctt-NH-lrifc U 

R 3 'tR 3b (i^MM4Lt, 7K^M-?*fcttC 1~4T/W=3r^^fc-T 

R" E iR 3bE iWy«^t5MIft-»oTf h7t Ko- 
15 2H-t?7^ : tr^U 

m E & 2 ;£ fcfi 3 &^fc> U 
nEftO, 1. £fcf42£^:bU 

R 4E fiC l~4 7/^/K 0^4 7;^;^ ^o^^H^s ^fctef 
T/^fe-r^\ £>3V>fiC y c 3 E #S 2i@£)R 4E K: i oTe^^ttTV^ 7 
20 *^V^*^-r^f4. 2o©R 4E Id5 73 :^Vi-i[;ftotl 




25 
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14. tt&%)1)K N- (3, 4-v>7^n7 x.=zjUXA*to~JU) -3- 
(2- (2- ("^-7^ l^- 2 — f/U) oihdrv') -4- ( 3 -iXT / 7 :t 
J^-yt^tX') y^JV) -fxx^yT%Y, 3- [4- [ (2, 5-vv<^ 
yU^oi/drV) -2- ( { [ (1R) -1- (3, 5 -*J^)V7 

5 ^~>v) -Z- t^/vf^/V] 7$/} Jj;v&~;v) V /nA'yl, 
3- (2- ( ( (1R) - 1 - (3, 5-vM5vK7^-/V) 

r/^vi") tr/w^J /u) — 4 - ( 2 , 5 - S> W7^S =*r v-^ ^A-) 7 
az^su) y°n/<ym. £fc{i3- (2- ( ( ( (1R) - l- (3, 5-v> 
f3-)V7 x.~)V) -Z-**}-}V7*=f-}V) #/WzJ?^/tO -4- (5- 

10 2-^^/W^oi/dr->^5 : -/^) y^^M v°x2s<yMXfoZ>M& 

©f&ffll 3^|Sf40m^a^W*5<fcTJ?/*fcm-&M 0 

i 5. iSfflicEP^y^^x h^itmffiloEPaT^^ h 

15 

ism LT* W*S it*/* fcf±ffe«aM. 

1 7. EPjT^^ hjoith'EP 3 7y^=?-^ 

i 8. ep^^^ hiEP 3 7y^=f^ h^iRi— •e&z>4k'&VB<D 

25 f4f&^fe 
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1 9. &KM&(D^&&£Xfi/tLltt±mffl&WttZ1±to<DRP 
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